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Kfcl] 



Kb 2] 



^JK^^fcJi^; - (CH 2 ) Z -R 6 C*»K R 6{i^^xMb$tLTV>T 





N 



b 
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12 0 0 3-0 1 0 1 2 5 ^ ^-S?: 2/ 



J:v>#;i^*v;i^£7KU zliO, 1, 2 £ tzl* 3 O^^^-fo ] "C^£ 
2 ] If 1 IBm^b^O^n y ^ 

[it ^ 5 ] r i T-frv&zm&m i fam^^^o 
[ifm^7] R 2 ^em^ttT^-c^><tv>7xmsi %^L3m-?m&ztix^x 
^iix^x^x^m&tfzitm^itx^xiyx^r^^)vmxm^tix 

^^13 lOfMtf 1 $ tit ^ t U C 1-2 o7^^-*;V^i 
fctt (ii) s^ur>>j%^ T^y. ^/-C i - 4 r;v^;WT^ 7i3J:^v-C 

1 _ 4 twt^ frt>mi$ ti& i l 3m<Dmmmxmmz tix^x & x 
v> c i _ 6 r )v u * v - i: )vx$> & mim 8 tzm^it^mo 

-C 1 -4T;VW^^J;0 f y-C 1 _ 4 7^^7^^^I(m 1 & 

^ L3m<7)w.&&xm.mztix^x u^ci- 6 r^^^x$>^>m^smm. 

[lltttaUl] R 2 ^7Km*, T-fc^;i/**v, :/nt: 0 *^;i^*v, t-7*h 
J:^2-T^yyne^^;v^#v^ib^{m/il =&v^L3lSc7)gm^*^rt-C 
Iff3c^l2] R2^2, 2-^^^;V-3-H Kn^y7 , nt>, 3-tKD 



ffiSE#2 004-3010867 



■ 2 0 0 3-0 1 0 1 2 5 A V : 3/ 



2 -fc Kn^y^fjV- 2 - >Wn^, 3-7-bh^y-2, 2- 

i ga^o^^o 

[If^l 3] R3*^ 
[ft 3] 



CsS*. xliK 2ifctt30fflRt*U R 4 ^*JiC^£/cfi5£- (CH 2 

zfiO. 1> 2 i^»430SS«:«:^i-o ] -C^$*i&&£7jct- 0 ] -Cit$*L&S 
■C*4»*gi 1 fB$c<Dft£-# 0 
4] R3^ 

[ft 4] 



(5$;pK xttl, 2 S3tf*3 0lEJfc*^U R 4 (iTKIf JET (CH 2 
) Z -R 6 (sfctK R 6 ii^x-rMfc^ftT^T & iv^;i/^y;H^L, 
ziiO. 1> 2l/:li3 0lt«:/Tto ] ^$*iS*t^to 3 T^£*L&* 

•e**!**^ 1 ism^ft^o 

[S9*£l 5] R3^ 





mSE#2 004-3010867 
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4/ 



Mk5] 



O 



\ 



COOH 



£ fzlt 



N 




COOH 



[»^16] R4^- (CH 2 ) z-COOH C^^> z(i0, 1. 2tfzlZ 

MfJfcRl 7] 1- [[(3R, 5S) -7-?nn-5- (2, 
->7x-^) -1, 2, 3, 5-f>7HKD-l - (3-tKn^y-2, 2 
-;>f;^ne;i/) -2-**v-4, 1 3 ;v] 
7-b-f-;t/| -1, 2, 3, Kn fc: v) v'v- 4 -gf^ ; 

1- [ [ (3R, 5S) -1- (3-T-feh*~>-2, 2 - TfrfU \£)V) 
- 7 nn- 5 - (2, f^y7x-;v) -2-*3rV-l, 2, 3 

, 5-fh7t Kn-4, 1 -^>V**3r-9"b*fc?>- 3 --f;i/] T-fe^/l"] -1 
, 2, 3, 4-ff7tFotf'Jv>; 

1- [ [ (3R, 5 S) - 7 -?nn- 5 - (2, 3-v^ ^y7x-;V) - 
1- (3-HKn^y-2, -2-^^V-l, 2, 3 

, 5-fh7tKn-4, l -^^V^^Hft?^- 3 r-fe^-;i/] -l 
, 2, 3, 4-x hyt Kne«JW ; 

1- [ [ (3R, 5 S) -7-ynn-5- (2, 3-^b^y7x-;v) - 
1, 2, 3, 5-7f7tKn-i- (3-tKn^y-2, 2-v ? ^f;V7*D 
kf;V) -2-*3rV-4, 1 ->f>U] T-tf-;V] -1 



mffiE# 2004-3010867 



^pH2 0 0 3 - 0 1 0 1 2 5 ^ /^-y 

, 2, 3, 4-f>7tKnb°'jy>-4-t||; 

1- [ [ (3R, 5S) -1- [3- (T-bh^rv) -2, 

-7-^nn-5- (2, 3-^h^>7x-;V) - 2-**V- 1 , 2 
, 3, 5--rh^fcKo-4, 1 -'OVsj-^MH? fcf>- 3 -4 ;V] 7-b^;V] 
-1, 2, 3, 4-xh7tKnif;i;>-4-^m^^(i-e<7)mo 

[»*3S2 1] ISfffiTSJ-e^sw^i 8l2mois^ 0 

[»3fc£2 2] «HJfiL^O^Kr^SlJt?^^^^l 8IS«C0|S^ o 

[lf^2 3] J**jfty#* >;^-3^fn-;^j-e*^i^i 8IB 

[0 0 0 1] 
[0 0 0 2] 

JflL?fJi@MlJ^0^1iJn*lSJIi@JfiL^ (hyperlipidemia) I/; 
ii^Bskm (hyperl ipemia) bVfr& 0 JfiLffHigKtin l^-jr n-;i/ 
(rri^-f n-;i/^^y-;v, i^-r n-;v) % V >BSM (l^vf>, *7 

h u ^ u -b 7 JUip-c* s 1 mo 0 

JflL*3^T-n- < n/fltSrlg;T$«|l3WfcLTti, 3l/^f7r/ (Choi 
estyramine) . n (Colestipol) ^Ofl§?t^ 



ttiSE^F 2004-3010867 



j0jM2 0 0 3 - 0 1 0 1 2 5 ^ ^-v* 

n amide) ^C7>T y;i/3x>f/f a a=t 1/Xf n — ^Ty^^SI (AC 
AT) *ffi#LTnlx^-rn-;vo^i^jR^$jj-t-^^^ 0 ^ 

i:3-kKn^y-3-^Wj^V;vnx>tMAA (HMG-CoA) M 
%BmZm^1r2>ti^x??-> (L o v a s t a t i n) (#^^2) , v>- 
(Simvastatin) (#^^3) , (p r 

a v a s t a t i n) (#^^4) *LT^& 0 

7>f7*7-> (#^^5) , 7x/7^7-b (#st:«6) zt^mmtz 

-2) o 

10 0 0 3] 
[UMl] 

KmftffM 4 0 2 7 0 0 9 ^-WfflW 

*H#^4 2 3 1 9 3 8^mm 

*S#^4 4 4 4 7 8 4-t»# 
[#l^»4] 

7fcB#H^4 3 4 6 2 2 7^*ffl# 
5 ] 

3£S#fpf£ 8 6 0 3 0 3 ^ #ffl# 

^a#HrHHJ^2 2 5 0 3 2 7^*ffl# 
[#^^ 7 ] 

1 -2 1 3 2 8 8-^-^ 
[^I«8] 
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#IS¥2- 1 0 1 0 8 8-%-&m 

mmcm. 9 ] 

#P8¥2-2 3 5 8 2 

mv&M. 1 0 ] 
mm^f 2-235821 
mwicmi i] 

#H8¥ 3-2 0 2 2 6 

mffpxm 12] 

3-6 8 5 9 1 

mmcR 1 3 ] 

#H§¥3 - 1 4 8 2 8 8#^ 

*S#ffP^5 0 1 9 3 9 0 
5] 

*@#tf£5 1 3 5 9 3 5-^B»» 
WIWK 1 6 ] 

#S#IH&5 7 2 6 3 0 6 ^mMW 

mwoMi 7] 

*I#« : »5 6 9 8 6 9 1#TOB# 
WMWOK l 8 ] 

VkW&Jfrt&O 6 4 5 3 7 7#^^ffl# 

WMHl l 9 ] 

mw&mi$ 92/15579 -f-^ ? uy y 
imranz 0] 

mm^m^9 3/09 1 1 s^^? w h 
m&xm2 1] 

@B*&H#9 7/1 0 2 2 4f/^7l/y h 
[*flMWHR 1 ] 

• 7*4 • v V -X (COMMON DISEASE SERIES) , N o 
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. 1 9 nffijkm wtttira* 1991^10^10 HUtf^rx^j 

• f< 7s b 'j - (Journal of Med 
icinal Chemistry), 1 9 8 8^, ^3 It, p. 1869-1871J 
[0 0 0 4] 

v&mmvk t x 7 1 -t mm] 

^mmwitKmmLtzmmB^^mttzit^m^m^xmmx^^o ztz, Mb 
v^mts Bmmzwm-tztmz-btiZo hmg-coai^ 
m m^M ta^HMG-coA mimm * mm-r & t a u * r- n - ;vo & 

*ffi*ffcffl (nwfo- /HSTtfUB) ^ b V jr >j v 4 Ywri^mm^m^ 

[0 0 0 5] 

[MM £ M&t 2> tz t>(D^m 

zmmt-tzA, l-^^^^-fe-tfwb^^^r^u io^ft^ 

[0 0 0 6] 

(l) at 
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at 7] 




i ^f^ $ fix ^ x & i v ^m*^ <b il tfti & l & v> l 3 'fi-esm 




ml a & i b nffitifr—?jtf~mm& * & u m*t±— u r 4 « 

**JK^-4^(±5* - (CH 2 ) 2-R 6 C^4»> R 6 (±^^x;Hb$tL-cv>T 
(2) TKT8B (1) Et<^MftoynF7 7^; 
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(3) w^^T-t?$>^HufS (i) 

(4) Rl^Ci_ 4 7^*^-e£&mfE (1) IBf^-fb^; 

(5) Rltf*?-)l>T$>2>MU (1) 

(6) R 2^et&stL-cv>-c*> iv^m^i &v>L3 4@-cg&s*T,Tv>-cfc <tv> 
c i - 6 T^^;wr^^Htfffi ( i ) fam?Ht<g-% ; 

(7) R 2#*g&£*L-cv>Tfc «tv^7K^*l ^v^L31@t?mm^ttrv^T^ X^ 

^tftoc 3-6 7;v*;v-r*&£ittria ( l ) isf^fc^ ; 

( 8 ) em $ *lt & x wmmm& ^tix^xtx^r^ ^mxm.^ $ k 

X^X & X vvX^*t tzltW&ZtiT^X i> X^Tfr^frmxW&ZtlX^Xi) 

x^*nmx&z>mm (i) mm,^t^; 

(9) fim$*iwe& iv^yW (i) ^ny>g^ r^y\ ^ey-c 

3®<VW. : &&XWMZ1XX^Xi> X^C i - 2 0 TA^/l'-***?— ( 

ii) 7^y, ^ey-c i_ 4 r;i/^r;vT^yi3J:tF^-c i _ 4 

t;v4t;vt5 y^«bM^^> l £v>t 3m<DmM&xm.^tix^xi> x^c i 
_ 6 T;v3^v-^;v^;vT^^»Mfi (8) mm.<Dit^; 

(10) M&£tiTv>-c& iv^7;KW^ny>j|^ T^y\ ^y-Ci 
-4 7^;v7 5 y^iz/^-c i _ 4 r;v^r^r^ y^<b7l^tL^> i&v>L3 

ffi^w&mxm&ztix^xkx^c i-6T)i>*)i'X&&Mm (8) tem^b 

(11) r2^tK.^*, 7-bf.^t^ry, ynif^^^^-^fv, t -7Y*i/% 
-75 ;?V\£*~ )V**z/ frt>m&tifz 1 ^^L31@CDSm^^^LTV^T^ 

x^c i-QT)v*)vx-$>z>m?> (i) iEmo^%; 

(12) R2^2, 2-> ? ^f-;i/-3-t Kn^vynif;^, 3-tKn^y- 
2-tKn^y^f;v-2-^Wn^K 3 -7-t h 2 , 

fi3-7-fe h^rv^^;l/-2-^^;v/ne;l/-c^>^|tfS (1 
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(13) R3^ 
[ft 9] 



N 



(5£*, xlil, 2 2 7tti3?)M$t£^U R 4 ti7K^H^i^{±^;- (CH 2 
ztiO, 1, 2 t^{*3<7)^^^-ro 3 T^$tL^>S^mi-o ] 

-e^^> Htfffl ( i ) fe*coft£^ ; 

(1 4) r3^ 
[itl 0] 



[5£*K xiil. 2 £*:(;i:3<7>gifc£^U R4(i 7 Xm^$^{i^:- (CH 2 
) Z -R6 r 6 {iJc^7-;Hb$tLTV^T^> J:v*#;Wi€drv;V&£7FU 

zJiO, 1, 2 2fcii3c9^m&^-fo ] T^Stt&S&TjrTo ) 

T^^mtfi (i) fem^b^; 

(15) R3^ 
[ftl 1] 





COOH 
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^-s>: 12/ 



Hti 2] 



N 




COOH 



(16) R4^- (CH 2 ) z-COOH zliO, K 2 4fci±30llE 

afc*^-*\, ] tn&*iuhb (i) lam^lt^; 

(17) 1- [ [ (3R, 5 S) -7-*nn-5- (2, 3-^f^>7x 
-;v) -1, 2, 3, 5-f f7bKn-i - (3_^ Kn ^, > _ 2> 
^)V-fu\£)V) -2-**y- 4, l-^>V > **-9--t£fcf>-3->f;i/] r-fc*- 
;V] -1, 2, 3, 6-f h7kKnt , «jy>-4-ii; 

1- [ [ (3R, 5S) -1- (3-THr h^rv-2, 2 -^^ f;i/^n }£)V) 
-7-^nn- 5- (2, 3-y^*y7x^) - 2 -t^V- 1 , 2, 3 
, 5-f >7tKn-4, 1 -^>V > ^^-9-fe*H°>-3-'f Tb^;i/| -1 
, 2 , 3 , 4-f f7tKnk''jy^; 

1- [ [ (3 R, 5 S) -7-?nn-5- (2, 3 - h*->:7;c~;v) - 
1- (3-tKn^>-2, 2-y^f^7 , nk» -2-**V-l, 2, 3 
, 5-f f7tKn-4, l-^>7tWlf>-3-'f;i/] 7W] -1 
, 2, 3, 4-fh7fcKntf'Jy>; 

1- [ [ (3R, 5 S) -7-*nn-5- (2, 3-v^ Ky7i-JP) - 
1, 2, 3, 5-f h7tKn-i - (3-fc Kndrv-2, 2-$>**-/l^n 
tf ; p) _ 2 -^^v_ 4> i -^>y^^^-^ftf>-3--f ;v] T-b^;v] -i 
, 2, 3, 4-7f9tKnt!yy>-4-fti; 

1- [ [ (3R, 5S) -1- [3- (Tbh^v) -2, 2-yVWnk' 
;v ,] -7-^nn-5- (2, 3-^f^y7x^;V) - 2 - ^ ^ V - 1 , 2 
, 3, 5-f h7liKn-4, 1 -^>y*^^-9-t*tf>-3->f ;v] T-b^;l/] 
-l, 2, 3, 4-fh7t Kntfy$;>-4-lBfc*fctt*ott; 
(1 8) ittrffi (1) tfcfi (2) IBttOfb^*-g^LTfc*E36; 
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(19) x?Tu>i?mmmmmm'e<h2>iftu (is) tmvmm ; 
(2 o) h'j^'j-b7^ v&TM-e&ziftm (i 8) se*tf>iS3g; 

(21) mm&Tmx&zmm (is) famous ; 

(22) ^mjflL^o^^^j-e^^miH (is) mm<D^m ; 

(23) its^v***w?*-r/ \s*fu-)v±.m\x*$>&Knm (is) tamcT) 

(2 4) huIH (1) mM<7)ik&yo£tii±J;<D^ f^li^rn K77 Wfl 

(2 5) ^^TV^^jK03Rffi«iJO*ji^feie>(omiB (1) fBlftOft^Sfc 
[0 0 0 7] 

o 

±IB5* ( I ) R 1 -e&ZtiZ&MTn'^fr&t LXit, mx.it, 
^)V, n-*7u\£)V, jv~7u\£)\s, vi-f^-)V, tert-7 

tcistt^ R£i&T;v*;i^J i Lt(i, Wz.\Z, n-7D^ 
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12 0 0 3-0 1 0 1 2 5 ^ ^- v' : 14 / 

;v*J htT(±, (i) ^n^>H^ 7?f, Jlfff, 3*3Rfc£0 

, r^y, ^y-c i -4 r/i^/wrs y^i^y-c i -4 r/Mr/prs yrf>> 

&S«r*La 1 -3ffloejfe3fe-eflHft$*LT^T^> x^c 1-2 0^^*^-*-^ 
*J*-^ L<li> Ci- 6 7W-*^f-Hif) , (ii) ;\nr/H 

T ^ y £ J: tfv- Ci- 4 7W75y frhmiitLZ 1 ~ 3 iOttSTf^ 

^ey-C i_ 4 7;W75y|JJ:^-C i-47W75/^f>S 
1 ~3MOgJfc&-e®t&£*LTV>T*> iv^C i-67W!5:ifWf. 

2 -75 y ynt:>-;v^^rv^f>3i{ftL^ 1 L 3-fiOtt$&S£WLTV>T 
Uv^Cj-gTJWWftU, £^-C&, 2, 2-^y^;i/-3-H 
Fn^y-/n \£n, y 3 -fc Fn^y - 2 — Kndpv^^-;v- 2 -y f;^n tf 
>>K 3 -T-fe h*->-2, 2-^^Wnt';K 3 -T-fe h * v- 2 - Kn 
+ ->^f;i'-2-^i^nii , ;K 3-7-bh^y-2-7-bf^y^f;l'-2 

[0 0 0 8] 

-hfBsS (I) <K R3^ 
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15/ 



MSI 3] 




C^4>> xlil, 2ifci±3oSSSfe (SftL< ti, l £ fctt 2 ©S» ; $ fcfcJSP 
JL<li, 2) fcj^U yttO, 1 ifcJl 2 O&ft Of * t < 14. Ol^lilO 
^ifc ; $ h KUt L < fi> 1 ) £^ U a £ «t £>*b (i-fSftL^— ■jj#izmtt& 
-ftfe^ii-mfir^^U R 4 fojcMFy-irt^s*;- (CH 2 ) Z -R 6 

C^^K R 6 *4Jc*-rMfc$*LTv*Tfc iv^;i/^#->;v^^^L> zliO, 1 
> 2i?tli3<Oli (EffL<f4, 0. 1 *7tli2 0lE8k; ZbKftt L<i4, 

R3 tLtli, 5* 
lit I 4] 



xt±l> 2£fcl4 3tf>SE& (#F£L<(4, 1 £fcJ4 2 0SE8c; Sfcfcfif 

it<f^ 2) R^itimw^ttz^- (ch 2 ) z-R 6 CsS*. 
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16/ 



lit I 5] 




£L<fi, 2) R4}i7Xm^t/wii^:- (CH 2 ) Z ~R 6 C5£*U 

R Gltx-Ay-Mb %tiT^Xi> X v^;i/^v;v^ £ttcU z 0 . 1, 2i^; 



ttz, R4tLt(i, 5£- (CH 2 ) z-COOH C^^> z 0 , 1, 2i 
[0 0 0 9] 

±12^: (i) x-mzti2>ft&® mr, <t&m (i) «i-*£^£& 0 ] 



Mki 6) 
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0 0 3 -0 1 0 1 2 5 ^ >* ; 17/ 

o«t9^mfcLTi±, >fk^-tJ (i) &*)\s#*i')i'mm<Dm.&M*%i'f 

;i/T ^ > y ^y^n^ y ;V7r/, N, N' -y^>y>xf V>y'rr/^ 

^mmit^ (i) ^r^ifoMtts^tti.^ ^m^w^m 
($i> mm, mm, mm, mm, %m, mm, *fm, w^m, yaet^ h 

m, •t%t>*>mmmz.m j \k, mtu, mfrtmrn ^clt^ <d 
(Dm^mtt^it^, nmmz x jdtk^^ t*zmz x^xit^m ( i ) s & 

fi^O^c^bi-Mb-^Srv^o it&m (I) ifdifolo^n K^y^h 

lt{±, it&m (i) ^Ttti-eoJi^r^y^^wr^^^ ix^i^ry 
Mb. 7;^ME, f?^^$tL^b^ (M> fb#t/ (I) ttzte^<Dm<DT 
$ y&tfjLj ay-y 4 )i>^ T?-)Hk, ^>^;vr * y *^#xMk> (5- 
^f;v-2-t+y-i, 3-^^yi/^-4-^;i/) ^ h^y^^Mt 

ter t-rfM^^Mft^^) (i) i7tti^ott***iyfe* 

, ^^->-;Hb> 77-ML yVf;i^7^/^f;i'*;wfx;Hk 

£*i7Mb^&£0 ;4b^ (i) t tz\t^(om.i} t iJ^^^^)vm^-rh^ 



ffiiE# 2004-30. 1 0867 



012 0 0 3-0 1 0 1 2 5 ^ ^-v 

**V-1, 3-yt^rVV>-4-'f;i/) ^^;i/Ji^x;Hfc> v^0A^y;v 
(I) ifcl«0«0^n K?y^li, &)WWmi 9 9 O^PJ T 

ttz, (i) •ttzte^vm.temmm 3 h, hc, 3 

[0 0 10] 

1- [ [ (3R, 5 S) - 7-^nn- 5- (2, 3-v* h^rv7i-;i/) - 
1, 2, 3, 5-f hytKn-l - (3 -b Kndrv- 2 , 2-^f;V7'D 
fc 0 ^) -2-**v-4, i-^>vtWtf>-3-^f;v] r-fe^;v] -l 
, 2, 3, 6-f f7tKDlf'Jy>-4-ili; 

1- [ [ (3R, 5S) -1- (3 -7-tr h*v-2, 2-V^Wnif;V) 
-7-^nn-5- (2, 3-y>^->7x^) - 2 -**V- 1 , 2, 3 
, 5-7h7HFn-4, 1 -^>y*3r-9-tfe>'-3--f ;v] 7-fe^;i/] -1 
, 2, 3, 4-rl>7tKDlf'Jyy; 

1- [ [ (3R, 5 S) -7-^nn-5- (2, 3-v* Kv7x^) - 
1- (3-kFD^y-2, -2-**V-l, 2, 3 

, 5-fl«7HKn-4 I 1 -^>V*jJ-^f-9-fe*e>-3--Y;v] T-b^;V] -1 
, 2, 3, 4-th7kKaei;^>; 



2004-3010867 



^|M2 0 0 3 -0 1 0 1 2 5 ^ ^-P: 19/ 

1- [ [ (3R, 5S) -7-^nn-5- (2, 3-S>* h+y7x-^) - 
1, 2, 3, 5-ff7HKn-i - (3_^^ n ^^_ 2) 2-vM^;V7'n 
bf;u) -2-**v-4, l-^>y^^r-9--ifif>-3-^;i/] r-tr^^] -l 
, 2, 3, 4—t Fyt Kneyy>-4-^; 

1- [ [ (3R, 5S) -1- [3- -2, 2-^f;^ne 

;f] -7-?nn-5- (2, 3-^f^>7x^) -2-^-^v-i, 2 
, 3, 5-ff7bKn-4, l -^^V^-^^t?>-3--r;v] r-fc^;v] 
-1, 2, 3, 4 - f b 5 1 Kn e y - 4 -ft8ife{if(0tt o 
[0 0 11] 

Jh|fi5£ (I) ^SftMt^&^-e^jlSJi, EPA5 6 7 0 2 6f 

> WO 9 5/2 1 8 3 4, EPA645377, EPA6453 7 
(Djfmxii. tuctg-f & * <hnc L T Sit 1" & c £ § Z> M x. if 

[0 0 12] 

Hfei 8] 




(II) (^fp, #fB-^«mrfHt|W|it^) , Z<Di&Z tz\±^<DU)V^^^)vm<D 



ttilE#2 004-3010867 



2003-010125 ^ ^- v : ; 

flteUr (i I) (I I I) (Dt&tLTte, mzLtztt&® (I) <D&t 

[0 0 13] 

, h 'j xf 1/ y r f h 7 ^ f ^xf V > y'7 5 V, 1, 8-i?T4f\£z/ 
*n [5. 4. 0] ^Vf-7-bVfoti7r/i»^^ 0 i^jt 

[0 0 14] 

(id. ^<o^ttz\t^<DK^mm^mi^)v\zn^ w&m (i 

1 0 Ot:, #* L<tt«j2 0*&5 OlC, fOMniiMttO. 5* 
b2 4mm, Sf4L<»±i^l^iJ,5l^|BJ5gftT*&o 

-ft-^ (I) ^R 2 ^Tv;Hb^7t(iR4^x.x7 : -Mb^ttTv^%^^n7K 
ffc^ (I) *HX«±ttaf-e«ta^4ifc»cj: 0 fir? - £ So fi|j 
*>> ik&m (I) fcgfe (Mx.lt fliflk ifiSIK. JKbfcSt^ 3-7*m^) 
Xtitt* («x.if, Tkm-fb^- H)^, ^mib* V a, ;fcBMfc*y -7 a, 

n^rfih (om^m^mm u o*v>ti o or, l<«i 0^17 or 

mtE# 2004-3010867 



2003-010125 A ^- y : 21/ 



T% 0. 1 &v>L5 OB#P40t t< (iO. 5&v>L 5 B#&mj££-£& -T <h ± o 
a^-«!r££^U y^l^r^i"^^ -fh^t? (I) (i, fliimTC^t 

OR 1 R 5 iv ^-OR 1 

OR' QCoR. 





R 2 ' R • * OH 

I I v 

Rl, R 2 ^ R4 X W«tfxt±ll«fcHJM**jjF* 0 R5(^f^ 
Sfcli- (CH 2 ) z-COOH (5$pK z(40, 1, 2tfc(i3(Oii:^/Tt 

^ttiv> 0 ] 

3ft#;v*K*v;i^^;Mfc (i i) N ^o&t 3tii-e-o*^# V^oSK 
t§i^g#£, ik&m (IV) *fcti*o:ate£^S**£fcfcJ;9fh#$& (V 
) ttzii (VI) *«jt-t*Cfc*»-CS*o 

itfU^'TK (i^n^'fKf) &WWb*t& 0 
tt&m (I I) fcj:^ (IV) ^tLTIi, IMBLfc'ffrfr* (I) <Z)tt|^ 



tbiiE^F 2004-3010867 



2003-010125 



22/ 



[5. 4. 0] «»7*-7-«t>^|f«T5 ^fflv^tL^ 0 m&Mb 
tf^vi'SK, yr; ^gr^^K i-^;v-3- (3-v^;vr^ 

, ^ (IV) •e^$tL^^#^7t{i^-(7)^^a#^o. 5^^^2-=e;^», 
»ft<(±^Jl. 0^p>^j1. 2^;^»fflv^ S#fto. 
7^^^5^e;^#, £f£L<ti&U. 0^<b**j2. s^i^iffl^ 3^i.a•3lJ£ 
ffl^&:lr£\ iinr&jo. 5^<b^5^;i/^», 0f t< fil^i . 0^«b2^e;i^ 
*fflv^ 0 ^zaS(iii#^0^P> lOOt, ft* L<(^2 0^<b 5 OV^ & 
E^(iii^0. 5^f>2 4Bf^, L<{i^l^^5B#mSST^^>o 
Ut2 0] 





V I 



V I I 



ik&m (vi i) 3U±«£ottfc#< ifc#^§* 0 np*>, (vi) £m ( 

*uu «t a^^m^) xuttii («*wr, 

^•T-h'^A, Tjc^b^V^A, *BMb^y^A, Tjc^kV^^A^) OTjcXti 
»»U O^LlOOt, 0tL<lilO^L7OW 0. 1^L50 

o wtxi±mm<7)mztLxi±, o. i^uios^j:<, ifii<iii^ 



miE# 2004-3010867 




V I I 



ess*, &m*i±WRtMmm 

\\&m (VII) 3Z.{i-€-<7)^{±mT^i-^x;Hbt*<fc (V) Km 

<^H ? t-^„ ip-t^ ik^tyQ (VII) ^Nny>ftr;v+;v ($Ix.f2\ 3- 

* (Mx.{if, ^m^-hv^A, TKm^hv^A, TK^b^v^ 

, v**-^. T-feh-hV;^) O^LIOOIC, jfiKlilO 

frv>L5 0'Ct\ 0. l*v>Ll 0R#ra, L<li0. 5 *v>L 2 BM&RjfcS 

[ft 2 2] 




ft-£* (V) <oWtfkEU&v>-%febLT^ i?**Ji'Xn'fr*%'l?\z&&Wt{tEU& 

^Kny(Tetrahedron) f3 4t, 1 6 5 11 (1 9 7 8f 
) % b "tfMfcff&llfil 5, m<b^S7C [I - 2] " p 8 0. 1 iZ 



ffilE# 2004-3010867 



M 2003 — 010125 A ^- v* : 24/ 



• • • V • 13)V • Vyxf-f- (Journal o 
f the Ame rican Chemical Society) |85i 
, 3 0 2 71 (1 9 6 3^) Kmm.V>?im , ^m^^fyKtlf 
>; y>=iftlfl^ (7 <{ ' T> Y ' 7 4 --9-*-, V . 
7t--W-^->^yX (Fieser & Fieser, R 
eagents for Organic Synthesis) i2t, 3 

m.ikmB*mfhzttfft%zz> 0 m^\tco 1 1 i nsmit (B^it^m u m 

infill 5, m.lkbM7£ [I - 1] " p 1 5 2 tcfBm^fe) > try v- 
^^n^nv- Met &$Hfc (fh7^Kn>-l/^-X (T e t r a h e 
dron Letters) 1 9 7 7^ 2 6 4 7 Jk\Z%?M<0-ftm) 

JBbkRJSfi, ifB^b^T^^ fttzjt^t 0 . OOl^Ll ^*#f 3: t 
<fi0. Ol^LO. 5^*c7)m^^^7 9 n h ^tlftilttl 0&v>L 

*>7 7-7W>^ mm, &m, /netva f'j7^n 

i^^<7)^m> m^mm. mm, ^it^mm, Mtmm, mm. v >m^v> 
mm, mz.i£i&rt.m.i\Mm, ^jc^t^-^a, mmt^-*>, H*Mt** 



ttiiE# 2004-3010867 



12003-010125 ^ ^-v 

m («x.lf> N, N-y^Wjl/A7U\ y^f^^^yK, 7^b 7 

(09 ^>*>\ ^\^r-)f> > n^\^-9->> ^>-t£>\ f;vxyf) 
j?*L<l±l. 0S*^v>L5^*fflv^tL* o Rj©ittK»±a#-7 8^^ti 

o or, 0iL<tt-2o^L5ot:, £M#wtio. 1^12 4b#h. 0 
(i) *B^tttt*-c«tat-«cifctj:Off^c:fc**-e#*o BP*>, ft#*» (1 

) £m iim> j^b-jcstm, a-y-stm^) xt^m* cw* 

ft xwtiti-hvvA* xmfciJvvA^ fcrnt^vvA, 

£i«K?t$|U O^LlOOt, $ffL<lilO*^L70t:T> 0. 1 
j& s T?§So «XI±atff<&3t3fcLTtt, 0. 14v»L10ft5l#J:<,ffSL< 

^WWo 1. 0ll4v»L10ii, 0£L<i±l. 0^*£ 

5 W;Mjs) 3£iim&7Ktf (Mx.it y^y- t e r t 

*) 1. Oit^>Lioii, 0tL<(il. 0if^^L5itOt£ 

4-vV^;VT5/tT';^>, i, 8-m'lfy^n [5. 4. 0] * 

MV-XV, x (ftBfc-^-f- 




tbgE#2 004-3010867 



0^M2 0 0 3 - 0 1 0 1 2 5 ^ ^-v* : 26/ 

W^ti^o KfcUmi±mi%0%^L 1 O or, 0iL<(i2 0&v>L5 0 

*>WL («itf, S^M, ^ntf^-^m^) fcl. Oii^Ll OSS. 02 L 
<lil. 0^M^L4^f<?)l^J (^£|f, yy^n^yjv^Kfy^ 
h\ yT/'J>®yif;K 1 3 - (3 - V**frT S ^ /n tf;i/) 

Wbkmi-hWA, ifcltt-MJ*A, ^tj'^A, hVxf;vrrA 4-v 
^WUe'Jyy, 1, S-v^T^flfv^n [5. 4. 0] *r>r-7 — t 
>#ri«jHf *>*i* 0 ia^iiilt 1. Oii^tioli, *F*b<«il. 0^ 

wmx.it, mk**u>, ?vu*n,Am &¥&mft>ti2>o Bu&mm&m 

fO^LlOOt;, &t L<i$2 0^L5 Ot, BU&WmitO. 5^12 

R4^;^^,y;Pi^^fi>5i^ (I) li^Ti^t^ffifx 

^fMkn-t^il.oipt,, (I) t^uY>itT)V*)\, mZ.lt 

x 3-K^^>, avikx.f-A'* Jftffcj^K M^o tf;v^) ifecftCi&gKjS 

2h;*A, h'Jxf;V7 5>f) ^7 , Dhyttlttil (^x.tf, N, N-v 
^fWA7U\ WfWH^fyF, fh9HKn77>', y^f^y 
S> 7*hif'JHt) «F«t*. 0&v»Ll 0 or, #2L< 

lilO^L5 0t^ 0. l&v>Ll OBSra, jfrSLOiO. 5fcv*L2l$ra 



£tiiE#2 004-3010867 




2 0 0 3 - 0 1 0 1 2 5 



^-v: 27/ 



>-m, ^v*^*^ ^t, o. iiw&v>l2 4b#f h i, 

[0 0 15] 

ifeas-efflv^tLMb-^ (i i) ^)7^5ti^ii^tii, iiifwo 

9 5/2 1 8 3 4Kmm<r>^^um^mzmc^mzx vnzztw 

it&m (I I) ±^7^r^^ fH#2r 

^«rl?*«J»fi-& £ t K X o c t 1 -eg & Q 
[0 0 16] 



tt*tt# (SflO £«>%4Nfittllttff«aftffjH>(CLT, EPA5 6 7 0 

2 e ±mm<oit&® (id a****©* cor, 5 

s) m ^TUv> 0 

* fc, mtfJBWFO 9-235255 Kffitt<0^*^g*JiBv*T. 5£ 



[ft 2 3] 




OR 



OR 



W 



R 
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^-v: 28/ 



Mb 2 4] 




OR 



OR 



W 



NH 2 



NH 2 



mii/i#tc lt\ epa567026 _Lieiam<^^^% ( 

1 1) 1 7ti±-e-^m c (3R, 5s)#o ^nxi>x^ 0 
ttz, m^tzit^km ( i ) % (id t ^fi-e<7)^$!i^o#^:jsi3j:t>* 

T^ioriitLtii, mittf, ffim^^^r ltv^t^ «t v>c 

tLTfi, ^oy>I? 7y|, jfefc, 3^^^^) , Ci_ 



ffiiE# 2004-3010867 



2003-010125 A 29/ 



6 T;i/*;v (ffjx.tf x ji^;k n-^n^, i-ynt^K n-Tf- 

r;i/^;i/ (Mx.tf, .x?-;k n-rn^K i-yne^ n-y^-^ 

> t e r t-^^^if) , 7z-;K C7-1 o^^*^ (^lx.(f, 

^±<^&KJ:oT#<b*iMt^ (I) , (I I) tfzl*^tlb<Dt&l±, tz 
[0 0 17] 



ffif)E# 2004-3010867 



2003-010125 ^ ; 

[ft 2 5] 




)vm 3-^Kn^-v-2, 2-yVf;^nt°;K 3-T-feh*v- 

2, 2 -> ? ^'f-;V7'nkr;i/ > 3-*;i^;v-2, 2 - ^;i/7>n b? ^ ) £ 
R3' ^ 

Ut2 6] 




R 4 li7KSfJIT-££li^ - (CH 2 ) z -R6 R6|ixxfMk$^i 
TV>T& <fcv>#;v***v;i/*£^U zliO, 1, 2 2 tzit 3 ^icSr/j^o ] 

[0 0 18] 



ttiiE#2 004-3010867 



Mb 2 7] 




lfcv>L,3^T?fi&$*iTV>T*> iv^r;^^i (ffjilf, 

-2, 3-T-bb^y-2, 2 -5^ f;V^n fcf>K 3 

-X2-C00H (5*;tk Xl^iDfx2ii^tL^tMajtLTift#¥4^ttC i 
_ 4 T;i^v> (0Bx.Hr, jL^u> y -ruyZvyitX) fc^u Ar 

{±7^~^>=jr^i- 0 ) vmzti2>&*7!<~$- 0 ) -?mztiz> it&m ztza* com. 

[0 0 19] 

5* (I) , (VI I I) &J:tF (IX) -eSE$*L*ft^ife»±^o«[, 7°n 
y * (MT> ^liiCyn y * &£-#>T, i£fc5*; ( I ) „ (v I I 

i) fcitf (ix) (i) . (viii) (ix) k 



tBSE#2 004-3010867 



€2 0 0 3-0 1 0 1 2 5 ^- v? : 32/ 



W^:, i&M-lg, ffiMtiftk AB^^K — SiteJ!8£jfiL3gfK IBM, ^t&M^S 

*> ffimm&mmm, mmmmL&ww*?) , mmm. m&mmmm^mm ( 

PTCA) fc&nii^-rf h^fi^OS^O^^^^g^t Ittffl 
[0 0 2 0] 

5£ ( I ) > (VI I I ) ioXXf (IX) <Dik&m\*fefotz YVWtJj 

«§H3u 53SiIRak«U 'frj&Kfet 2fc'k*E, HB&Jfiu W^cttJRfl 

i*LfeOfeftO?|&*»Cfev»T, a* (I) , (VI I I) (IX) ^b^- 

LTfci\ Mlf7-fyi/- MS [flu ^7-fyi/-f, ^ 
^xA7^ny>, 7x/7^yi/-h, Wy-1 4 6 3 
, GW9 5 7 8f) ^^PPARaMl, -a^>BI, *01HI4tt» .fctfSl 



aiiE#2 004-3010867 



02003-010125 ^ : 33/ 

„ D^U^f^ ~7 : 7 j*\7^ 9*f~> ^ 7FDAX^f>, ZD- 

4 5 2 2 (n^A^f» , ^*^**^>^HMG-CoA^7Gl^ia# 

us] , ^^TP^x^y^iti cm, nb-5 9 % & zTfmmit&wm 

] % 3^^-rn-;i/jix-r;l/^®eoia#m:^>HDL±#^ OKU JTT- 
7 0 5, CP-5 2 9-4 1 4I§0 *mft>ti2> 0 tfz, Tv^hx^aa 
3l/^fn-;>7y;«it (ACAT) |fl«H (#k V 7^ m) t<Dft 

HM G - C o AMtc^P1#^ 1 ttiHMG-Co AMtc^IS 
[0 0 2 1] 

inx.r, ft (I) , (VIII) ^5 iZLK (IX) Ofl^&fi, jijTWn^ 

^t^^Si^m^jijja L^*5t < MWrtz tztb\z& zzti> v^ttr v>* 
o tot, (i) , (viii) ^ir; (ix) oft^t* b y ^y-tt^-r k 

®.fr&fr^xm#:<Dtem\ztiimu§z>o ^mm^m^tzib^ ft <d , ( V 
1 1 1) (ix) oft-fr*ttftnia:#4fe»±«3fta!#-cs, *fctt**L& 

h (x7t-7^fF0Y) , ^y;vit77^^-;h (7"9"> 
) , ->fa'J> (-3'J>) , U^^'J^K) SW&tffcfL* 




ffitE#2 004-3010867 




0 



2003-010125 ^ ^- ; 34/ 

X**OB*©B«n\ «C3V>fM|*, ?HftMgMX, 

o 

5* (I) , (VI I I) HXV (IX) Ofb^»03E^B»3tti-«3M«fc 

S:fiLTV^ 0 JJgK©T^ffl^o#x.T, 55 ( I ) , (VII I) ££0* (I 
[0 0 2 2] 

5>*»J>, + ^av, r'T^U^S, ^^y'J^I, -f>*y> 

*f*^y 7A>f^7, KRP-2 9 7. TAK-5 5 9, MCC-5 

5 5^, ^V^tVV^^I^iJ: JTT-501f) , H^Tt^f K^J ( 
flU 5^^i;-K^t) , >f >*yv5MfeflHtH8 (flu */U*.=^*i,7SW) , 

AK-6 7 7^) . ^>X'J>»Jf ; 

) 

*hn» , 7^5 K (yvfT-h) «] , ACEIfl CflU TW>»* 



tfJiE# 2004-3010867 




2003-010125 



^-vl 35/ 



[0 0 2 3] 

VIII) &£Tf (IX) ^b^til^JfllEE^O^-^i^^^iiLT^l)^ 

(I) , (VI I I) iJ J: y (ix) oft<frfcliJ|MBu &£Wi£JlTKM 

«£»fT>^*^>'>>I I3#tf3j&jfiai n-9-;v^>*i;^A (-^-n 

*>-) x *^-7*"9-;u^>k^r-t^-;w (ynrv*) 30 , ACEiasas cak v 
, Itf7 7''j;v (7f*n) , *yb^'JA4) . *^v^Aj§tJt^ [flu 

[0 0 2 4] 

^ (i) , (vii i) (ix) (Dit&tonzbiz&B't^mj&mt 

> l^ni/^fn-^oi^cfHfiii-C^^o ^ (I) . (VI I I) is 
XZT (IX) 0<k^o«*L7tJgRig:T^fflJcj:*), l>t>3^fn-m# 

Kft^jMm&omm • fRf^iv^^w^i, -eo^ ^ (1) , (vi 1 

I) UiCF (IX) ^b^«4i|t»**vMiJ!UTK:«^**»4:j|ft^rift^. 

K ^nKn^-f, ri/VKn^h, y-feKn*-Hjs) £ ^O#M0q]f|r(| 
»U 7y»k^ PTH**©#»fc«ttlU SilTHMG-CoAKcf* 

[0 0 2 5] 

Si (I) > (VII I) jsiflf (IX) ^fc^OMCTitBfcffi&ii, Sk&& 



ffiSE# 2004-3010867 



2003-010125 ^ ^-v' : 36/ 

m zti&ztfrh, nvwvtu v^m^M.mm zi&m-t & 0 ttz 
, iEiiiifiL^^ x i> mmifa.m&%<7) vldl &m&ft8mfcfr ^7^<y- 

^^#£T, ^ (I) , (VI I I) (IX) <04b^tHiJfo&I^OTO 

teZZFtemizMLX^Zo -e<7)^tLib(i^T% ^^iigE^OTIB^^^a 

[0 0 2 6] 

ttz, ^ (i) , (vii i) (ix) <Dft&®i*^ mtifzm®mv# 

^fc^fcU^^mf*, BSILK;^ (ix.(f, 7s>K MX^-, ' 

*\ ^n, >f*, tyv, -fr/K £ M£) K&v^-r, #ijx.ii^|&14 

temm^tLT&^zm^&zttf-ez^ mmmt, mmstm, ^issL&m, mm. 
m, mm.m^mm., mm.mmtm, mwim®.wmnm. mmm^mm^ ^-m. 

*Dx.T©HDLifiL^ (m§k&&HDLlkm*&tt) , Tang i e iM, RU*M 



&wE<W 2004-3010867 




2003-010125 37/ 



[0 0 2 7] 

5£ (I) > (VIII) iJiif (ix) ^b^oM^Btc-gft-Sjtfflffilfc 

% T^^/N^v-^O^H^-e^-SClt^^nTv^o g£ (I) „ (VII 
I) iSJ:^ (IX) ^*Sft*f&frW4fcj±.£«>£, £fcfi*-«>:/n K?y*fc 

H.^-g-fc-tfrfi^ r-tr^-;i/3 y >x^f7- (^x.tf, Ty-ty 

K x^n>^f) N Vfim&.'im&tm m*.\i. JT-52^LY-37 

4973^^ 7 $>2>\,mp-te*V?-*£m$m, v>liSIB-1848& if) , T^n 
K/?^IS#^ (flflx.!^ PTI-00703^BETABL0C (AN-1792) ^ fciftf^lf 

[0 0 2 8] 

^ (i) , (viii) (ix) (7>^tj(i> msmrftm** 



ffiSE# 2004-3010867 



12 0 0 3-0 1 0 1 2 5 ^ v : 38/ 

, mz-tf, (i) j>xv>mM (mz-ix, . (2) 

(3) a-^3yf- tr|&*£ij (00*. If, 7#;i"**-;^) , 

(4) 4 >m%nmmi Mx.^ n 7^30 

o 

mAwmBtemm (s^nitm (^i^hny^ xxh^vt- 
^\mi±.n t <Dm.^^^mx^ »> , <5jx.11, (1) fumm (wiiif, 7 

n*3; K, xtfn/9^h>^) , (2) &J&fflgjqHMX (flUff, Tr/n- 
^) , (3) 7>v*x>v>IIg##!§#i|g (fllilf, n-9-/p*>, ijyr 

(4) 7>^tf>'»I^iMfH (iilt vU/f^iit^/'J^ 
a»f?^J^|s) , (5) *;vy^A}^il (00x.tf, -7x», igm*^ 

* tz\^L<yf^mm t <nu&&t>^tfmtx& n ,®i & ( 1 ) /? ^##it 

i», (2) ACEP1#^ CM, 7 1/^/^7 7*']^ (V-^-*) , ijy 

yyi;^ (u>$** % -t^h';;v) go „ (3) T>i?*r->Z'>IIg:®mgti{, 
HI C#!k *yf^^yymf;i/ (^nyi/^) , /*;v-9-;i'* u*}-)V*? 

* (4) T^K^rnv^I Ufn^^KA jc-/i^w>) , ( 
5) i>K*i;>}|ftta8 % (6) Na-H^mPJl#^ (7) Na-Ca33fclB# 
^, (8) MCC-13 5fWbtL5 0 
[0 0 2 9] 




miE#2 004-3010867 




2 003-010125 A ^-v>: 39/ 



Sfcfc. * (I) , (VI I I) * J: V (ix) «>ffrfr**±B#*AfcJ[ 

^t»»J (fllltfctfs ^^^^IKWft^) *>nT^T'^> 

7 * ^ > (Peptor liOD I APEP-2 7 7^t { ) & fO-ftk -»M f * 

F a: B 7**3 -4 ^^DNAf3>f^V^^im T^-fe>^*fflv»*tt« 
n - /i^± h y V y * y KXtt H D L - a i/* ^ n - ;vX(iJliL* y >J8&K^ftW 

«ifctfejiiLif«f^fefrcB8#-r*»*^se hgf, vegf*^ 

l-iT^f-fe^ftifjWjrftsjtio ,|>JH3&. <p?#£ % jflLirS 
5* (I) > (VII I) fcitf (IX) oft^*±B4HfeJft»citffl-t*l»Jc 
5* (I) , (VII I) (IX) tfXfc^»ttftP»K % **v»MSHKJ 



fflaE#2 004-3010867 




2003-010125 A y : 40/ 



. mMMtet*) tLxm^&zttfTZ&o nH^<.^-o^ (I) 
> (viii) (ix) <ni\:^m*^x^ $>&\,^mmt LTfF#$*L 

[0 0 3 0] 

^^<^E^^^^T, ®tt^T^^»^ (I) (Dimmit, WLJ£<DtZX^ 
5"yA, Xf7'J>i*;Vy^A, fgtf&. £jft#HH- h y * A*) N * 

-fe^J *7>^, =-m<b^> y#79tf> 

awo , («x.». imsu #$#) , («it«r, wam+hv* 

tt, 3* (I) Ojfc^Sr^i^^lSfrtiOUI^ftlilt^ttSo 

(I) ^b^feo^i&w^txo^itt. itfiSfl^o. iiv>Lio 

[0 0 3 1] 



ffiSE#2 004-3010867 



2 0 0 3 - 0 1 0 1 2 5 ^ ^- v : 41/ 

' ^^^(i, ^j^m^fi. 5£ (i) <Dit&®*z<Dtt, mm, m&m 
, mmi> L<mukLx-<£Ab-t&i)\ x&$: (i) <D\t^(D~^M.^t ^ 

{i^^v^^n^^^XfiTO, #t4*> ^•nt, "7^;va^ ?V~AVt 

M^MtLTfi, m^mmum mk.it, m^n, jut, m^§^&jn-x{* 
M#>&frM;M.m, mm, ^n^<om^mm) , ^n#j mk.it, m*-/* 

ween 8 0, H C 0 - 6 0 m^M^M ; i] ^;Hr;i/n-*, 



ffiSE#2 004-3010867 




2003-010125 A v* : 42/ 



> ^SBffc^J ttfttf'J^A, y;Hff.-; K 

mtti>Kimmmmt-rz,i)^ mmm mm, *->mm *>%^ 
m®M&mm&-?j )vx-$> ^©f^fi^sn, ^o. i* 

0 mTNfc ») . # £ L < 14, ^ 1 £v> L$J 1 5 0 fx m, $?,|:jf|L 
<*4jft2$:v>U&l 0 0,um-e&£ o 

tr^^>^i/^4^^>^vM4^^(7)^Ey **VM4^**v»tt h V ^V-fc?^ 



H5lE# 2004-3010867 




2 003-010125 A ^-i?; 43/ 



[0 0 3 2] 

(flu =r->**-^) , *bttft.fe*n-*, 7/M?*-h£u * 

^v-ty ^Rfcta^xtf/xtiK^-t^cifcjcj: tars * 0 * 

>«I4riro«ff5W, 7Xn;vtf>®U «-^7xn-;K y7f^f>*^ 
[0 0 3 3] 

mnwrnKitmrnz * & ^ mnm o . o 1 ~ 9 9 w%, l < 0 

. 1-9 0W%ii^0. 5-5 0%<^)*|&WO®ttjfe^fk^*E^i- < 5o** 

*S§^IfoS4fii, ^ ttHU -km, 



tUIE#2 004-3010867 



2003-010125 ^ • 44/ 

TJ*fc*d*, »J©JllLig^Kf-m*WfcLT«flii-**^ j&a (temit 

60kgt It) IBM*:*) Ojg^ili, «P#Jo^^^ Cft-£& ( I ) 
] £ IT, m 1 - 5 0 0 m g, jfiL<li*SjlO-2 0 0mg"e*»), 2N£D#J 
*ttJft«-fc LTftO. 1-lOOmg, ^iL<l^l-50mg, jfi 

[0 0 3 4] 

1 H-NMR*^* h;Wi, LTf b7^f ;Vy7>»tA''J 

7>^xU2 0 0 (2 0 0MHz) M£ tzl*3 0 0 (3 0 0MHz) 
f;^-^-t«U ^J^ppm^L/i, M^#J;&v>T7^L£gMft 

Ac :7W, Prn : n-yn^i/, Me :>f;V, Bu^n-m, 
E t : ^)V, P r i : V/nt>, Et 2 0: yjr.^-;l/j.-7-;ix, s : ~>> 

d : h, t : Wzfu? h, q : tr*?-? v, dd 

Wl"^, dt :m>Vri/^, ml^Vf^l/yf, b r : ipgj£v> 

[0 0 3 5] 
MM] 

l-tert-W^H^-l, 2, 3, 6-rh7 



ffiSE# 2004-3010867 




^12 0 0 3-0 1 0 1 2 5 ^ ^-t? 

lit 2 8] 

BocN^J 

*^l»hyxf* ( 7l 3 g) Wfh7tKn77> (20 m 
1) iMl-t e r t-7f;Vt^y*;v**-;i/^'jy>-4-t> (5 
• 0 g) , 7fc3Hfc?-M;*A (l. 2 g) fOf|;f h7t Kn77> 
(50 ml) Oft** KMLTi&ta L fc. 1 l$mtt# L fcfc, gj© 

(loomi) -e^u mm^m^"cm»L t M?mmi- h v vA-enmt 
( i o : i ) ] zttztL mmt&m < 1 . 

0 g) **Sfe«|JW»*: LT#fc 0 

1 H-NMR (CDC 1 3) a: 1.27 (3H, t, J = 7 
.4 Hz), 1. 47 (9H, s) , 2. 0 9-2. 2 0 (2H, 

m) , 3.0 2 (2H, m) , 3.5 1 (2 H, t, ' J = 
5. 9 Hz), 3. 8 5-3. 9 3 (2 H, m) , 4. 15 (2H 
. Q» J = 7. 4 Hz), 5. 5 0-5. 5 6 (1 H, m) . 
[0 0 3 6] 

(##M2) 1, 2, 3, e-ff^FDh'-Jv^^-^xf;^ 
lit 2 9] 

HN^J . HC| 

#**lT#S,*Lfcft** (0. 5 g) t4*gttft*t»»x^j| 
* (10 ml) 3 Ofl-WiWLfc. ****EET«*i- 

(0. 2 2 g) ««H&MrA«Bflc2: LT#fc 0 
1 H-NMR (D 2 0) 5: 1.15 (3H, t, J = 7. 0 

Hz), 2.2 5-2.3 5 (2 H, m) , 3.09 (2H, s 
} ' 3 * 2 5 < 2H > t, J = 6. 1 Hz) , 3. 55-3. 
63 (2H, m ) , 4. 07 (2H, q, J = 7. 0 Hz) 



ttHE#2 004-3010867 



m 2003-010125 



46/ 



5.5 2-5.6 0 (1 H, m) . 
[0 0 3 7] 

(mnmi) l- [ [ OR, 5S) -7-*un-5- (2, 3->>^ h^v 
y^-fr) -l, 2, 3, 5-ff7tKn-i- ( 3 - H Kn* v- 2 , 2- 
y^fj^De;H -2-^^rV-4, 1 V***y*£ 3 ^] r 

-i, 2, 3, 6--r f7k Knifi;i;>-4-@^ i ^-;v 

[tt3 0] 



(3R, 5S) -7-^nn-5- (2, 3 - *J * Y *i/yx.-)V) - 1 , 2 
, 3, 5-fh7tKn-i- (3-tKn^y-2, 2 ->>V f;v^n n°;v) 
-2-**V-4, 1 -^>V"^^-9-lft 0 >-3-I^ (0. 48 g) t 
##^iJ2T«#^tLf^^ (0. 2 2 g) <7)N, N-y^f^;i/A7^ 
K (2 0 ml) >7yf)^yif^ (0. 18 g) £M 

?s«iinu ^^YV^jur^y (o. 25 g) £y&L£ 0 KBU^m 

O^^LT^m, (10 0 ml) T^tTto 7K. 

5 % mmfcrn ^.mm^ mnfimfcmi- m; -7 a tRv#» mzmn&m. 

(1:2) ^B^LTMlt^ (o. 5 6 g) 

Hi* 146-149 TC. Ttmfrffim. (C33H 41 N 2 0 8 C1) tfJHifi : 
C, 63. 00; H, 6. 57; N, 4. 45. MMm : C, 
6 2.6 7; H, 6.59; N, 4.29. 
[0 0 3 8] 

(§H«!l2) 1- [ [ (3R, 5S) -7-*nn-5- (2, 3-v^ 




OMe 



ffifE*f# 2004-3010867 



12003-010125 




v : 47/ 



7i-;w) - l, 2, 3, 5--r h^fc Kn- l - (3-fc Kn*~>-2, 2- 

•fe^;kl -1, 2, 3, 6-fh7t Fnt°'jy^-4-^|| 
[lt3 1] 



^»JlT'#P>tL7t^% (0. 4 6 g) , lM^mtf-VJ^ATKm- 
M (2 ml) (6 ml) <7)M^ 6 0°C-e3 O^ffl 

«#Lfc 0 ClOrl^^TK (10 0ml) -CftJRU i&tkft^ ( 
1 0 0 m K -0) -Cttmtfco ^*«W«:IS»Att*-C»»-L, h 

^EETjftiio »at*i^y->i/-^-9-> (1:2) 

IMS*L-C*H'fb#% (0. 3 4 g) iife^'jXA H B B tLt#/: 0 

it* 2 2 5 - 2 2 8 r. jtmfrmm (C31H37N2O8CD wmm : 

C, 61. 94; H, 6. 20; N, 4. 66. HMflt I C, 
6 1.80; H, 6.27; N, 4.39. 
[0 0 3 9] 

(#fM3) [ (3R, 5S) -N- Kn + v^W) -1- (3- 

7-feb*v-2, 2-y^;^n^i.) _ 7 _^ nn _ 5 _ (2> 3.^), 
^ry7x-^) -2-t^rV-l, 2, 3, 5-fh7t Kn-4, 1-^>V 




OMe 



tB!E#2 004-3010867 
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^-v: 48/ 



OtS 2] 




OMe 



CI 



OH 



>Ac 



(3R, 5S) -1- (3-7-fef^>-2, -7- 
*nn-5- (2, 3-^h^>7x^) -1, 2, 3, 5-fh5tKD 
-2-^-^y-4, 1 — ^>y^^r-9-4ftT>- 3 (2. 0 g) £5 



K (2 0 ml) ^ICyTyUil^if^ (0. 7 2 g) £ 0 XI 
■CWnU ^tf'jxwr/ (0. 5 8 g) £«]L*:o 
*0W3 0*BH»US«i^ (100 ml) -C«3RLfco 7jc, 5% 

f, ^ 7 ^~ : mkx-^-iv) Kxmm.-tz> itta^ ^Mft 

^ (1- 74 g) t^ttittlflta-Cftfeo 
5c£#*f« (C3iH 41 N 2 O 8 Cl-0. 5H 2 0) ItlM : C, 6 0 
. 63; H, 6. 89; N, 4. 5 6. ; C, 6 0. 6 1 

J H, 7. 0 9 ; N, 4.6 5. 
[0 0 4 0] 

(1HW03) 1- [ [ (3R, 5S) -1- (3-7-bh^>-2, 2-¥**f- 
)Vfu\£)V) -7-ZUU-5- ( 2 , 3-^f^y7x-^) _ 2 -**y 
— 1, 2, 3,' 5-f h9k Kn— 4, 1 V*^^r-9--lf kf>- 3 -^f 7* 
•te*-*] -1, 2, 3, 4-f f9t Kntfy^y 



^ (0. 44 g) CDN, N-yVmW7< 



tB!iE#2 004-3010867 



m 



120 0 3-0 10125 



^~v* : 49/ 



[It 3 3] 




OMe 



CI 



OAc 



^Vi?>-=mttfon&&fc (0. 9 5 g) ©5>*^/kX/l/sfr**, K 
(5 ml) mWL*^W 3 Ktzit^ (0. 72 g) , >i;x 

^;VT^> (0.6 g) tlTKiH^fl'^ (20 ml) <0«^tc 
ifttaLfco COiS^«:4 54MflM-e«#LfcSU S^xf;v (50 ml 

) x^wiLtz 0 tk 5 % ffimTfc^* y * mixm&mi- y v * a* 

fc^tffcl&5fD£*fcfc-cifci*U h V*AT«&*& % iJEETillL^: 

o^ff7i;KD75> (10 ml) fcfctfU p->;wx>7;w-h> 

ifc-r**n& (is mg) fcafe&nLfco ^ffl"C2 o#wi«#Lfc^ mfcx-T 
* (50 mi) t-^l^o majfcmfrmi- y v &*.mm&mzmnik& 

-?Yyy-74~- mmmm: Mm^^-^v-y (3:2)] Kxmm 
■tzztKxi), mmtt&m (0. 32 g ) Lmtz 



TCmfrftm (C 3 1H3 7N2O7C l) if-**: C, 6 3.6 4; H, 
6. 37; N, 4. 7 9. C, 6 3. 4 7; H, 6. 

6 1 ; N, 4.6 6. 
[0 0 4 1] 

(^JfeflU) 1- [ [ (3R, 5S) -7-?dd-5- (2, 3-^ b*~> 

-1, 2, 3, 5-fh7tKn-4, 1 tf >-3 --f;v] T 

-1, 2, 3, 4-f F7t KntfV^> 



ffiiE^ 2004-3010867 



0 0 3 -0 1 0 1 2 5 A ^-v- 50/ 

lit 3 4] 




**«3-c#e»*Lfefl:#nr (o. 12 g ) , i»fc**fltf-M;*A** 

(0. 3 ml) tW:x^y-;V (2 ml) <7)?i^£ 6 Ot; 
•t?3 0 53f^f#L£ o 7K (5 0ml) "CfciRU mttlfc^ pg^^ (5 

omi , -m) ^mL7to ^^s^-^^TK-e^L, «c^em^ h i ; v 

^«t> MJETitilt7t 0 mk^^-^^y (1:3) ^Sjf§,p B 
LT, ^«<b^ (8 8 mg) LTH^„ 
Mjft 1 8 0 - 1 8 2 <C \^r-9-» . tc^^ (C 29 H 

3 5N2O6C 1) ff-ifli: C, 6 4. 14; H, 6. 50; N, 
5. 16. mm®.: C, 63. 78; H, 6. 47; N, 5.0 
0. 

[0 0 4 2] 

(##M4) 4- (rh#y*;V^;VT^) -S-t^vrr^Vy^ 
[ft3 5] 

BocNH'^y^COOBzl 
O 

*;^y^r/-JV(3 0. 6 g) £ 2-(7b^y*;^ 
75/) ^ (30 g) Of \-y t Kn7 7> (3 0 0 ml) 

*'^^(3 9. 6 g) (16. 3 g) 

»*Wfc*JllLfco 6 0ttl^flI#L^ Mt^** (3 0 0 ml) 
"CtfffiLfco 0. 5M/t^m (3 4 0 ml) ^ $m&mfrttYV*J*im- 

m (300 m 1 ) &mzf&m&m& (300 mi) wui«i 

ffiffiE# 2004-3010867 



12 0 0 3-010125 



i-v: 51/ 



mmmm: ^y-y-mk^^ (2:1)] Kxmm-th^tKx.^, 
^m-f^tj(4 4. 3 g ) *m&mvtydt Lxmzo 

iH-NMR (CDC 1 3) 8: 1. 44 (9H, s), 3. 54 

(2H, s) , 4.11 (2H, t, J = 5.2 Hz), 
5.18 (2H, s) , 7.3 6 (5H, s) . 
[0 0.4 3] 

(##$15) 3-^^y;Vt^y*;Kf-;i-5- (t e r t-7*h+y*;Wf 



/o^f;v(4 9 g) Sr, ##M 4 <b tltzit^® (4 4. 
3 g) , HfcBfe#';*A (4 3 g) , a^fbth'J^A (11 g) (7)7- 
Y^MVuy^y (4 0 ml) »jfcK*iDLfco 6 0 ICT— tfajWPLfclfc. gfs 
(3 0 0 ml) tffJU; 0 * (3 0 0 ml) t^C^t 

(300 mi) r~m&u m7kmm^r*z/*7&-?f&m&, m.j±rmm 

(l o : l 3 : l) ] t:titnctt:j:^ ^fb^tf (6 

1 g) *%k&ik®Mt Lxnrzo 

iH-NMR (CDC 1 3) 3 : 1.44 (9H, s), 3.09 

(2H, d, J = 1 7. 2 Hz) , 3.19 (2H, d, 
J = 17. 2 Hz), 3. 59 (6H, s), 4. 25 (2H 
d, J = 17. 2 Hz), 5. 1-5. 2 (1H, br), 
5. 19 (2H, s) , 7. 34-7. 38 (5H, s). 
[0 0 4 4] 

(##®J6) 5- (tert-7l«+y*^f^) 75/-3 - (p« h^->^7 



[<fc3 6] 




COOMe 



tBIE#2 004-3010867 




2003-010125 



^- v : 52/ 




10% ^yy^A^f (6. o g) ^mb^nhfitzi^m 

(61 g, 0. 135 mol) *>IHfcx?-/l/ (6 0 0 ml)|»i: 
(2:1)] ^T«Wi-&ifctcJ:0, *»f&&» (35.8 g 

) *m&m*k®t Lxntzo 

1H-NMR (CDC 1 3 ) a: 1. 44 (9H, s), 2. 48 
(2H, dd, J = 6. 2, 16. 8 Hz), 2. 76 (2 
H, dd, J = 8. 0, 16. 8 Hz) , 3. 30-3. 45 
(1H, m) , 3.67 (6H, s), 4.22 .(2H, d, 
J = 5. 2 Hz), 5. 16-5. 28 ( 1 H, br). 
[0 0 4 5] 

(##M7) 5- (ter t-7*f^*;V,f-;V) 
Mb 3 8] 



OH 

##^J6T*#<b*t/Hb^ (3 5. 8 g) (3 0 0 m 

1) mm^mit-fr^m-ryw^ (4. 5 g ) £-2 oic«dl^ 0 

3 O^W, -2 0*C-C«#Lfc&, l^&ftT (2 0 ml 

) *mhi\\.XWJ&*}k#), 0. 6M5e^m (16 0 ml) *«JnLfc^ 
ftflfcx*-/!, (3 0 0 ml, Z@) tililL/i. 5% V 
»«[ (2 0 0 m 1) „ ^fP^mTK^^h V^rA*»«[ (2 0 0 ml) t 




tb8E# 2004-3010867 



■m 2003-010125 



^-v 5 : 53/ 



tflzmaGMfc (2 0 0 ml) -C^L> M&Wmi- Y V M 
J±TmmLtzo ^ia^A^nv >^^-7^- [^HSi^; 

(l : l) ] ^tismttaf), fi^t (3 2 g) 

iH-NMR (CDC 1 3 ) $ : 1.44 (9H, s), 2.36 

-2. 64 (5H, m) , 3. 05-3. 19 (1H, m) , 3. 

29 (1H, ddd, J = 3. 6, 6. 6, 14. 2 Hz), 

3. 4 2-3. 5 0 (1 H, m) , 3. 69 (6H, s), 3. 

70 (1H, d, J = 3. 6 Hz), 4. 9 8- 5. 0 8 (1 
H, m) . 

[0 0 4 6] 

(##$18) 5- (tert-rf^/*H 5 -;l/) T ^ y _ 4 _ ^ n u- 3 - 
Kb 3 9] 



7 ^ tltzit&m (32 g) , FV7x-HX7^ (3 5 
g) > Batt<tKX (2 6 g) , kf'Jv^ (2 4 g) Ml:7>th-h'J^ 

(300 mi) <d m&yj £ mu-e—^mw l fz 0 z.<nm.-&m*wmL3-?-)v 

(3 0 0 ml)-e?^U7jc (3 0 0 ml), 5% ^mTfc^^'^A 
Ttofffc (3 0 0 ml), fkmfim&mi- h U A 7 Jc^i£ (3 0 0 ml) 
^t>HI&fD^:^7X (3 0 0 ml) T-i5fc?#-U ^ * v * A "Cft** 

>-gf=$i^;i, (3 : 1) ] UTiftM-r^Cl^tcJ: i9, ^Mlb^ (2 2. 

6 g) zm&Mtkmt Lxntzo 

Ttmfrmm (ci 4 h 2 4no 6 ci) tt-jMt: ci, 10.50. mm 
it : c 1 , 10.35. 

[0 0 4 7] 




COOMe 



CI 



mtE#2 004-3010867 



# 



12.0 0 3-0 1 0 1 2 5 



t-i?: 54/ 




(###!)9) 5- (tert-rb^W-^) 757-3- (*h*v# 
[ft 4 0] 



##M8T-#P>tL^b^# (17. 8 g) , h'j/f^^tV (3 0 
. 7 g) fcitf 2, 2' -TVtf* (-fvrfnih^) (0. 87 
g) «h^/x> (7 0 0 ml) »jfc«rll Ot T3 053*i^i#L£: 

& do : i z<Dfe 3 : D ] KxnwL't&z.tizxi) 

mm^m (15. 2 g ) **&mmb tr#^ e 

iH-NMR (CDCI3) 5: 1. 44 (9H, s), 1. 52 
-1. 60 (2H, m) , 2. 40 (5H, s) , 3. 16 (2 
H > Q> J = 6. 5 Hz), 3. 68 (6H, s), 4. 6 
5-4.7 5 (1 H, b r) . 
[0 0 4 8] 

(##0910) 5- (tert-7^y*;i/^;v) T 5y_ 3 _ 



##M 9 tLjfcft^ (15. 1 g) , (150 ml 

), ^WCl^^^hv^ATK** (4 9 ml) Orl^%^6 0 
0fr«i)Wbfc o (2 0 0 ml) tftU lit 

anre*fn gf*^^ (200 m 1 x 2 ) T-«ta Ltz 0 

mQ-k£& (2 0 0 ml) T~ffi& t , ^TfC^m^ -> * A m 

j±Tmm?2>t, mmk^m (1 4. 1 g ) ^^tttr^. 




[ft 4 1] 




COOMe 



ffiaE# 2004-3010867 
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55/ 



MS (m/z) 2 9 0 (MH+) . 
[0 0 4 9] 

(##01111) 5- (tert-yh^y*;v^) T ^ y _ 3 _ ( 2 - p 
Ut4 2] 



?nnfl|xf^ (3. i g ) £ % ##0||1 OX-nhtitzit&m (7. 

0 g) i:N-^f^WJ > (2. 9 g) ©fh7tKn77> ( 
70 ml) iIt;0t:tITU o iOfi^di 0«CT3 0#Wtt#U * 

ttffc****M;*A (2.3 g) ^aL/io (70 m 

1) -*-2 ottiiu roajft-ci o^to^l^o aetis?tta<bT>* 

-f^Ii (2 0 ml) *milLT±it>, 0. 2&femm. (2 5 0 m 

1) *z<Dm&mKmaLti&, mst^^ (150 mu -®) -cmm 

L fc e «#D£*fclc (2 0 0 ml) L, v ^ * v * A t?3&* 

^-ftBlx^.^ (i:i) f^gtx^l/l CTMt^ £ £ td J: 1> 

(3. 6 g) iifeitttfctT^. 
5E*fl*Ni (Ci 3 H 2 5NO5) W-JMt: c, 56.71; H, 9. 

1 5 ; N, 5. 0 9. mm: C, 5 6. 7 2; H, 8. 95; 
N, 5.19. 

[0 0 5 0] 

(##01112) 4- (2-7^xf^) 7f7HKn-2H-tf7>-2-t 




COOMe 



lit 4 3] 




miiE# 2004-3010867 



0^1 



12003-0 10125 



^-v: 56/ 



4m 1 ^it^m<omm^^mm (15 mi) ##m 1 1 x-n^ti 

tzit&W (3. 6 g) coff^^ (5 ml) Itt:0t:fi]!)DL 

tz 0 ifit-3 o^to^lt^o mmzffi.j±T 3 g$:i-z>tmmit'kV0 (2. 1 
M£ 1 3 9-1 4 2*c. 7c*^*ftt (C7H1 3NO2 • hc 1) tmm: 

C, 4 6. 8 0; H, 7. 86; N, 7. 8 0. HM-jfi I C, 
4 6.51; H, 7.91; N, 7.55. 
[0 0 5 1] 

1 3) 2- [ (3R, 5S) -7-*nn-5- (2, 3-vV 
•7^-;v) -1, 2, 3, 5-f h7HKn-l- (3-t: Kn^~>-2, 2- 
^f^^n^) - 2 -**V-4, 1 -^>V^^f-9-tftf^-3--r;V] - 
N- [2- (2-t^rVr h^fc: Kn-2 H- fc?9 4 - 'f ;u) j.^;i/J r-tr 
hTS K 
Mb 4 4] 



(3R, 5S) - 7-^nn- 5 - (2, 3-vV^y7x^V) -l, 2 
, 3, 5-t- h7t Kn- 1 - (3-t^y-2, 2 -i?^ f-;v^n tf;i/) - 
2 -**V-4, l—«>*S**W}£>-3-WFWt (5. 3 g) 
Wl 2~<*%htltzik&m (2. 0 g) ON, N-^fWAr5K 

(5 3 ml) Mt:v7y Hf^xf;> (2. o g) * or -c 

ttU ^-CfijiW^ (2.5 g) **iDLfco £<0«£*r* 
OttlO^TOU* (10 0 ml) T?tfrtLfco (1 
0 0 ml ,3 0) ittlU 0. 0 1056*BMbf-b Vfr-Mcfcfc (10 
0 ml), 5% «iteK3R*y^A*»« (10 0 ml), S^faUt^Jtif 




OMe 



OH 



\&mm 2004-3010867 




003-010125 



^-v*: 57/ 



-t-hwATkmrn (100 mi) &mzmm$&bk cioo mi) -e 

(1 : 1) ^^ffttALtlEIM (5. 8 g) 

US 2 0 3 - 2 0 5 *C. 7cS^#Hi (C31H39N2O8CI) ff-£JMfi : 
C, 61. 74; H, 6. 52; N, 4. 64. MMM I C, 
6 1.34; H, 6.51; N, 4.48. 
[0 0 5 2] 

4) 5- [ [ [ (3R, 5S) -7-^nn-5- (2, 3-v^h 
*v7.x~;i0 -1, 2, 3, 5-fh7fcKn-l- ( 3 -tKn^y-2, 
2-v^^;w-7 0 ntf;i/) - 2 -:*^y-4, 1 V*3MH? e>- 3 - >f ;v 
] T-fe^/l/] T^y] -3- (2-tKn^yxf;v) -^^M^y^A 
[ft 4 5] 



m^mi (7. 8' g) , (70 ml) 

1 3g5e*aMk^- h U A**ift (12.9 ml) £ 6 0 

■CT3 0^««ffLfto *fc**ET«***fcMft*W (8. 3 g) 

X***ft (C3iH4 0 N2O 9 ClNa) tUtt: C, 5 6.3 2; 
H, 6. 40; N, 4. 2 4. mm I C, 5 6. 0 4; H, 
6.44; N, 4.10. 
[0 0 5 3] 

(##001 5) 5- [ [ [ (3R, 5 S) -7-*nn-5- (2, 3-v^ h 
-1, 2, 3, 5-ff7tKo-i - (3-HKn^y-2, 




ttSSE^F 2004-3010867 




2003-010125 



^-v>: 58/ 



] T-b^-;P] 757] -3- (2-U'n + yxf;i.) ^>^>^^^-;l/ 
lit A 6] 



m%m\ Ax^htLtzit&m (8. 3 g ) , 3-k^*> (2. 5 g 

) MCN, N-^^W;i/A7U* (8 5 ml) <7)ifL^*M^ 
2 0^jf#L/c o -^I^^m^^-^ (3 0 0 ml) -C#|RU 5 

% wfcfomu v vATkmrn (300 m 1 ) , mwrnm^m^ v »; 

« (2 0 0 ml) ^CTjCj&fD^ffiTK (2 0 0 ml) U 

ffig^^**>*A-c*a»8L ffimTmmLfztzzmmit&w (8.2 g > 

1H-NMR (CDC 1 3 ) a: 0. 64 (3H, s), 1. 04 
(3H, s) , 1. 45-1. 61 (4H, m), 1. 95-2. 
30 (1H, m) , 2. 3 3-2. 3 6 (2 H, m) , 2. 64 
(1H, dd, J = 5. 8, 14. 2 Hz), 2. 86 (1H 
, dd, J = 7. 2, 1 4. 2 Hz) , 3.15 ( 1 H, t 
, J = 11. 0 Hz), 3. 2 5-3. 3 8 (2H, m), 3 
. 39 (1H, d, J = 14. 2 Hz), 3. 58-3. 72 
(3H, m) , 3.6 1 (3H, s) , 3.6 7 (3H, s) , 
3.89 (3H, s) , 4.18-4.23 ( 1 H, m) , 4 
. 3 8-4. 5 0 (2 H, m) , 6. 12-6. 24 (1H, br) 
, 6. 15 (1H, s) , 6. 61 (1H, s) , 6. 97-7 
.36 (5H, m) . 
[0 0 5 4] 




ffiSE#2 004-3 010867 



■m 2003-010125 




59/ 



(Umm5) 1 - [ [ (3 R, 5 S) -7-*nn-5- (2, 
•7^-;i/) -l- (2-*;V<^-2-^f^nt:>) - i , 2, 3, 5-x 
h7tKn-2-t4y-4, 1 -^>-V^^-9-fe*lf>-3--f ;v] 7-fc?-/i/| 
-1, 2., 3, 4-t- h^t Kntfy >?>-4-^$M7-;v 



tfV y>-HijtM^ (6. 4 g) Wy^fM;^^yK ( 

13 mi) mmmz, 5-?nbtifzK&m o. 2 g > ^ 

(4. 1 g) ^m'fb^^V^ (8 5 ml) mWLK 0 

t;-e»u i Bt^MzaT^#Lfcm, itm^^ (4 0 0 ml) 

L*r 0 -O^lSttK (2 0 0 ml , H0) -e&?tU AlTX^mv^v 
fA^m «ETIiL^:o ^t^f f 7 t Fn 7 7 > (8 5 ml) 

Kmmu s*? Y)i>x->*)v*>m-7m%Q (o. 23 g ) 

»L£ 0 Mza-C3 0#W«#Lfc&, ff=$^^ (i 0 0 ml) TOfrffi. 

Ltzo z<Dm&*mumfcfc : m± v v -7 atk^ (100 mi), mmz& 

m$M7k (10 0 ml) T*VcfrL, mimm^r^isVAX^Mk, MJE 

**)r> (111 ^<7^ 2:1)] K T^iSI" J; 
(4. 8 5 g) £&&#N&.f H ^@#:t LT#/co 
7n*7>*fflt (C 3 2 H 3 7 N 2 0 8 C 1) ft^Efli: C, 6 2.6 9; H, 
6. 08; N, 4. 57. gflltt: C, 6 2. 6 3; H, 6. 
2 3; N, 4.45. 
[0 0 5 5] 

(mmm6) 1- c c or, ss> -7-^0-5- (2, 3-s>*h**> 



Wfc4 7] 




■OMe 



CHO 



mmifc 2004-3010867 
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60/ 



7x -^) -1. 2, 3, 5-f h7HKn-i- (3-tKn^-2, 2- 

•fef-Zl'] -1, 2, 3, 4-f h5HKne'Ji;>-4-»^f^ 
Mb 4 8] 



^*«5^t»^ft#f (5.33 g) <7)^y-;v ( 60 m l 
) »«C0fC*M*->*tf'J^A (0.3 5 g) ^jDLt 0 
^3 0#n«J$Lfc«, acSSrlfctttt'fkT ^ A (2 0 ml) 

LTih^, o . i (92 mi) «r^n L/cf^, vm*-* 

* (ioo m k -0) -caam i&^^afeK*^ h y * c 

5 0 ml) &mzmti&kfc (5 0 ml) l?ft»U ^Wt^* 

*: ^^^>-«^^^ (l : 2) ] Kxm$Hr2>ztK£t)mmik& 

W (4. 7 g) 4-ife^ H H B Wat||/: 0 

5c*4MPMt (C 3 2 H 3 9 N 2 0 8 C 1) tt«|t: C, 6 2.4 8; H, 
6.39; N, 4. 55. gfflt : C, 6 2. 6 4; H, 6. 
3 8 ; N, 4. 3 0. 
[0 0 5 61 

mmm7) l- [ [ (3R, 5S) -7-^Dn-5- (2, 3-S>* 
7l -^) ~ 1 , 2, 3, 5-fh7t Kn-i- (3_t:KD^y-2 J 2- 
y^f^yne^) _2-^^y-4, 1 -'O V^HJ-tf 3 - ^ ;v] r 
•fe^] -1, 2, 3, 4-7-h9fc Kneys/j/-4-fifcBfe 




OMe 



ffi!E#2 004-3010867 



# 



120 0 3-010 125 



v : 61/ 




[lb 4 9] 



CI 




COOH 



6t?Ht) tttzit^ (5.2 g ) , 1 g&7E*$Kt ^ h U •> A 7jci§?£ 
(10 ml) tm:^^y-;U (5 0 ml) Ofi^i5 0t"C3 
0#M«#Lfco (100ml) TMfeiRb, lft&tt* ( 

10 ml) fca&JniLTBIte'ftLfcflU ffcBfc-^/l' (1 0 0ml, -|5J) 
-eatBL/to -<0^^^fp^ 7 JC (10 0 ml) -Cife^U *H*«ftMftv 
/^'>-)A^j|t, METgllfCo ?&££f*^;i'-^^> (1 : 1 

) fr^nife&LxvTXTv*^~<nm.&m^&&mmik&%o (3. 2 g 
m& 180-182 r. TtxfrUftiL (C31H37N2O8CD mtfe : 

C, 61. 94; H, 6. 20; N, 4. 66. ggftMft : C, 
6 1.58; H, 6.14; N, 4.60. 
[0 0 5 7] 

mMM8RV9) 1- [ [ (3R, 5S) -7-*nn-5- (2, 3-v^ 
f^y7x-^) -l, 2, 3, 5-rh7HKn-i - (3-tKn+y-2 
, 2 -v^-^^^ntf;!/) -2 -^4rV-4, 1 -^^ V^^r^-lf \£>- 3 - >f 

;v] r*fe^;v] -l, 2, 3, 4-Th9tKne'j^-4-ii 



mSE# 2004-3010867 



m 



12003-010125 



^-V \ 62/ 



[ft5 0] 




OMe 



CI 



i^Y^cooh 



«t«7"Cft?.ftfcyr^fl/*7-»i|^» (3 0 0 mg) 
#^n^f^77>f- CHIRALCEL OJ (^^-tMk^I 

3M*5££tt«) 5 0mm I DX 5 0 OmmL (O J 0 0 CM- J L 0 0 1 ) ; 

A^^/x^/-Vhij 7 nn^=7 0/3 0/0. 1 ; flta, 
6 0ml /m i n *<n%. 90ml /m i n ; ffijg, 3 0 "C ; tftffi, U V 2 5 4 n 

tiaz.xmm&, o. 4 s^m^^^- catiaLfco atft&Mru 
ztR*atait^-r*cfctcj: «k fla*wni^s?7^fi/t'r- (124 m 

g) tm:«Fl^v7Xt Ix^-v- (12 0 mg) zzti^tim 
(^5&M8) ftftftHM" [a] d -2 3 3° (c = 0. 17, **J-)\>) 

(mnw9) &wmm± [«] D -170 0 ( c = o. ii,^*y-;w) 

[0 0 5 8 J 

(###Jl 6) 3-^>y>t^ry-2-^ h*M>X7^7KK 



CHO 

M;* A (0. 2 6g) «r3-t Kn^rv-2 h^v^>XT;V 
7*fcK (1. 5g) <D N, N-^W^A75K (15ml) 



[ft 5 1] 




tBI£# 2004-3010867 



2003-010125 




^-v: 63/ 



mttzo Mi&x 3 0 frmmw l fzm, tk (somi) ^ai^ coi^^ 

t>pltx^;u (50ml, 20) titUU ^^^S^ 5 %l«7.Mit 

do: l) ] , ^xMrn^^-^-v-y (1 : 1 o) 

H H B i-^C^l'J: (2. lg) ^ife/'jXA B B H t LT#7to 

7 7 - 7 8 "C. 7C3t55*#f{it (Ci 5 H 1 4 0 3 ) tt^-nS : C, 7 4. 3 6; 

h, 5. 8 2. mmm : c, 74. 25; h, 5. 82. 

[0 0 5 9] 

(###!I17) 2-T^y-a- (3-^>y;i/t^ry-2-^ >^y7x^;i/ 



N- (4-^nn7x^) tV^TU' (1. 75g) Off5i:Fn79 
> (5 Om 1 ) m&ZmmMMT- 7 SX^K^L, l. 6M n-T^f^Vf 

?7j»^*y->mm (i9mi) zmtltzo m.ux~3mmmwLtz^ ox;^ 

*PU 1 6t#f>tL^fb^l (2. 0 g) Oxb9HKn77> (2 5m 

1) *#?£&«iL£o z.ti*m.ur*immw;Wik, mm^^ (1 oomi) -e 

^JE#ilL/io ^^TKm^h V ?A (2. 7 5g) (7)^^y-;v (5 5ml 

) mm* 3mmmm&ffiLtzz<DM&®zffi.j±Tm%tL, ^x^mhtz^ mm. 
^^xmtnLtzo mm\&*mu&m.*xm&Lfz^ i«th^Atg 

*fcU W&TWfaLtzJ%M$:lJ7&?u-*Yir*77 j [H§i : @£gg.x^-;v 
(1:3)] ^T^t^m^ (1. 5 8g) ?:iM*iLt 



[ft5 2] 




ttilE# 2004-3010867 
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^- v : 64/ 



jtmfrmm. (C21H20NO3C1 - o. 5H 2 o) $mm: c, 6 6. 5 8 

; H, 5. 5 9 ; N, 3. 7 0. I C, 6 6. 5 5 ; H, 5. 4 9 ; N, 

3. 5 4. 

[0 0 6 0] 

(###118) (3, 5-trans)-5-(3-^>yWy-2-^ 
*v"7i-;i0 -7-^nn-i, 2, 3, 5-ff7t Kn- l - 

[<b5 3] 



4^^7X^<7)^m^^;H^ (0. 2ml) £##fl!il 7 »b tLfc^ 
% (3. Og) t3-tKD^y-2, 2-v ? ^^;V7 p ntr^>r;^7 :? li K (1 

. 2 g) orh9HKn7 9> (3 0mi) mmzmuaLtia m^2mmmn 
Ltz^ 4m.Mmuam<Dmm^)mm (2. 4m d ^co^K^nu 

&v^**fb****hV*A (0. 56g) CON, N-y^WMTU' 
(4ml) ^I^rOtt^DL^o 0 *CT' 1 B#P«# L fcflu * (9ml) tl 
NTfcBJftt^h i; (9ml) fcife&nLfco - fLfc^ifiT 2 H^K^ L/c 

1 3ml) £rl$nU fi^^^^y (2. 1 g) cog^^jcf-;v (5 
ml) ^SrOm^nLfCo 0 t:^ 1 B#W«#Lfc&. #OT*0. IM^tK 

ift-fu^ h v (4 om 1 ) , i^^mTK^f- h v vAymmLmzf&m 

(50ml) K$M*U 1, 8— ^TifeS/^n [5. 4. 0] -7--7 
^7Mr> (1. 3ml) &&2jnLfco iOj|^2 4I^W«#U £CfcifclR 




ffi!E#2 004-3010867 



»»3 00#010136 



10 0 6 11 , 3 2 



y-3 
MIS5 41 




OBzl 

OMe 
Q 



V^COOH 



tt #«:c 6 4. 6 2 ;h • 
8-.H. 5. 69 ; N> 2- 33- 

10 0 6 2] (3 _ T ^|>^->- 2 ' 2 

^. )V ^aii)V) -5- (3 

«»S2 0 04-30 1 0 



0 3-010125 



^-v: 66/ 




* (,o-i) W«HW*** ». os) 

ft** ( 1 • 6 8) l^*** . 

4. 48-.H, 5. 75;N, 2. 35. *M:C. 64. 5 ' 
5 ; N, 2. 2 7. 

10 0 6 31 \ i- (3-T* 

(MM2D 3- [3- ( 12- CO, 5-trans) - (3 

^.t;!,^-!. 2, 3, **V-4. 



mi£#2 004-3010867 



t^pO 0 3-0 1 0 1 2 5 ^ ^-v: 67/ 



Mb 5 6] 




^ ° 

L OAc 



COOEt 



7 ig) u-tFD^/HJr/-Mo. 5 7g) ^ox:-r%## 

M 2 0tft&^ (1. 5g) . 3- 

(0. 62g) th'^Wr, (0. 27g) «>T*h^ 

(2 0ml) tWHttttnb*:. Slt2MIWt^ (1 © 

0ml) f«Uo*, 5%W***'J^*»^ 

;v (2 : l) ] WMtKtiaiil^i (i. 5 1 8) ****** 

5cX*9f« (C43H47N208C1 -0. 3H 2 0) M««:C. 66. 5 

0 ;h, 6. 17 ;n. 3. 6 0. *««:c, 6 6. 5 0 ; H, 6. is ;n 

, 3. 3 8. 

[0 0 6 4] 

(##^J2 2) 3- [3- ( 12- [ (3, 5-t r ans) -5- {3 -«> 
****V-2-*h**7*-*> -7-*nn-l, 2, 3, 5-fh7t 
Kn-1- (3-tbW-2, _ 2 _**y-4, 



mSE#2 004-3010867 



2003-010125 



^-v>: 68/ 



[ft 5 7] 




o 



COOH 



##15U 2 1 T?nbtLtzik&® ( 1 . 4g),i?/^Kl5ml)M SlSfe 
TK^ft^ b y (4ml) V>m&®* 6 0tT3 0#W*#Lfco rjs 

$£ 7 }c (6 0ml) -CfcJRU BMtftft, SUt^* (5 0mK 3 HI) "CHUffi 

«ft-£«& (1. 15g) b Lmtzo 

Itt&l 2 4- 1 2 5*C. 7C*^*ffit (C39H41N2O8CI - 0. 1H 2 0 

) tmm: c, 6 6. 6 3 ; h, 5. 9 1 ; n; 3. 9 8. mm: C, 6 6. 

9 6 ; H, 6. 3 1 ; N, 3. 6 7. 
[0 0 6 51 

(###0 2 3) 3 - [3- ( 12 - [ (3, 5-trans) -7-*nn-l 
2, 3, 5-ff7tKO-5- (3-tKB*->-2-^f*'>7i-M 
-1- (3-tKD^>-2, 2-^f^°t:» -2-**V-4, 1- 

[ft 5 8] 



10%^7^^f (0. 7 g) i#t«2 2^?)Wk^* (1. 0g 




ffifiE# 2004-3010867 



0 0 3 - 0 1 0 1 2 5 ^ 



^-v: 69/ 



) oSBfc**-^ (20ml) ^«sntfc 0 smm^xmrnw^^vtz^k 

;Ha^l *«S^^ ( 0 . 6 4 g ) £ fOifco V L_ 

tt^t 220-222 "C. x*$HHt (C32H35N2O8CI) fW« I C, 
6 2. 9 0 ; H, 5. 7 7 ; N, 4. 5 8. HiHHt '. C, 6 2. 6 5 ; H, 5. 
72 IN, 4. 4 4. 
[0 0 6 6] 

2 4) 2 -^VW + '>-3-> f^y^>X7^ft: K 
[flS5 9l 

.OMe 



' ~~"OBzi 
CHO 



jfcSMfrJ-H;** (0. 8 g) fco-/tr.'J> (5g) ON, N-SM 
;VATS K (5 0ml) *ifcfclS&iniLfco 0TCC3 0#TO#L£m, 

(4. 2 g) t^JPtfco m.M.-C— fcffiWLtzIk, 7K (5 0ml) fcillx. 
, ftHoLf-A/ (5 0ml, 2®) "CJStBLfco 5%asSI*SR# 1 J 

•>A*»«tti&5K<cffl*-cft^t, ^wai^hyfA-cfaiifcL*:^ Affirm 
3:1)] Kxmm-r&zbKz ^mmit^m (7. 8g) *®M&mvtW£ 

lH-NMR (CDC 1 3) 5:3. 94 (3H, s), 5. 17 (2H, s) 
, 7. 08-7. 41 (8H, m) , 10. 23 (1H, s) . 
[0 0 6 7] 

(##$12 5) 2 —T < y — a — (2-^m->-3-^ f^7x-A/ 



ffi!E# 2004-3010867 



# 



m 2003-010125 



s> : 70/ 



Mb 6 o] 




OMe 



CI 



N- (4-^nn7i-;V) fcVovr^ K (2. 6 g) Orh9t Kn79> 
(5 0ml) #«*ft3WUlltT- 7 8 "CKJfri-p U 1. 6M n-?1-)Wf- 
*J»^**)->mm (1 9ml) fciftT Lfco £itC3II*W»#bfclk KJt&SK* 
OTCtc^-iPL, 2 4 h tifzik&%!J (3. Og) Of h7t Yuy^y 

(2 5ml) mmZm\\LtZo M^i^£tlHH»L/;|, 7k£]tox. 
tz 0 mUx-**' (1 0 0m 1 ) "C«IU ^^7Kt?^Lfc 0 m*timi- V 
'^A«Lf;t, »«t«r«*L, SKftfc^BI^ b V * A (2. 7 5 g) O 
(5 5ml) &WL*3mmti\mM.ffi.LtZo EU&m&to*MB.TmmL 

- (l : 3) ] fcTtt«1-* Ml 

(2. 8 g ) zm&m*t Lxntzo 

1 H-NMR (CDC 1 3 ) 8 13. 92 (3 H, s), 5. 04 (1H, d, 
J = 10. 8Hz) , 5. 11 (1H, d, J = 10. 8Hz) , 5. 82 (1 
H, s), 6. 50 (1H, d, J = 8. 4 Hz) , 6. 78-7. 41 (10 
H, m) . 

[0 0 6 8] 

(###U 2 6 ) (3, 5-trans) - 5- (2-^>^Wv-3-^ 
*v*7i~;v) -7-^nn-l, 2, 3, 5 -t Y 9 ^ Ko - l - (3-fcK 
n^v-2, 2-v f ^f;v-7°ni:;ix) -2-^-^rV-4, 1 -^^V^^-tf feT 
> - 3 -fji$tx^;i. 



miE# 2004-3010867 
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^-s* : 71/ 



lite i] 




COOEt 



4 M^^b7K^^m^^^?§?S ( 0 . 17ml) 2 5 T«# f> *Lfcft 

^ (2. 5 g) 2 — v.* s f-)Vfu fcf # ^T^V-r't: K ( 

0. 97 g) Of >7tFD77> (10ml) ^tC^Dt^o ^S-?2B#P£ 

mwLtz^ zomfozo'cizftmL, Amfemtim^rnkz-^fr (2. om 

1) > $V'*T-frm4k* t ymi- h V *7A (O. 2 8g) ?>N, N-v^^l/*^ 
K (4ml) }#$l£«]L£o 1 mm 0 r-T?31#L£?IU 7jt.(9ml) h 

l ^^mit^ F'J^a 7}t?§?& (9ml) Zffito t fc e e: <om&® & MUX 2 n# 
fTO^L/io «|Ji£#!iltU (5 0ml) -eittltB L^m. 

zmnikt&Tt-em&Ltzo lMTz.Tkmti-hvyATkmm (i3mi) zm*., 

TK^TX-m.ity^^m^y (l. 7g) Off^c^;i/ (5ml) 

(50ml) fci&#U 1, [5. 4. 0] -7 

-^>T*-b>- (1. 0ml) *m\\Lxm%L-?2 4S$mHkWLfZo n:^^>ML 
, E t 2 OTm^Lrmmit^ ( l . l g) &4*£.ffr5fc£ LT#£ 0 
tt&l 5 7- 1 5 8*0. 7GMt##Mg (C 3 2 H 3 6 N0 7 C 1) ft»H ! C, 6 
6. 03; H, 6. 23; N, 2. 41. mm I C, 6 5. 8 7 I H, 5. 9 
6 ; N, 2. 16. 
[0 0 6 9] 

(##M2 7) (3, 5-trans) -5- (2-^ j ;W/-3-^ h 
^'>7x-^) -7-^nn- l, 2, 3, 5-rh7tKn-i - (3-fcK 
n^rv-2, 2-y^f;i/7 p ot:» -2-^^7-4, 1 vf**1Hf fcf 



ffiiE# 2004-3010867 
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^-> f : 72/ 



[ft 6 2] 




COOH 



##M 2 6 T# h fltitt&m ( 1 . 0 g ) 1 ffi&mLitlr h U »> A 7 JtiM ( 
4ml) <Ox^y-jV (10ml) 6 0 3 L£ 0 

*mi4-fbft> WfM^^ (1 0 0ml) -C2mi&&Ltz 0 

xf;v-A^t> (1 : 1) TftiftLtMl:** (0. 6 6g) 

ftjftl 5 2- 1 5 4 C C. x3R#*Hi (C30H32NO7CI • 0. 5H 2 0) 
tHHiS :C, 64. 00; H, 5. 9 1; N, 2. 49. gtffift I C, 6 4. 1 
3;H, 5. 64; N, 2. 24. 
[0 0 7 0] 

(###0 2 8) (3, 5-trans) -1- (3-7-bh^r'>-2, 2 -v^ 
f^/^n^) -5- (2 -^>^;V**~>-3 h^y7x-;i/) -7-* 
nn-i, 2, 3, 5-t- h 7t Kn- 2 1 -^>*/tf-**M?e 



lit 6 3] 




HiiE# 2004-3010867 



12003-010125 



73/ 



##^I2 7-C#e>tL^k^% (0. 5 8 g) t\£W> (0. 6 1 g) <D%m 
i-f-fr (10ml) i$t:M7-bf;v (0. 4 7 g) fcigiDLfco £S-?3 0 

^ras#L^m. (8mi) ^kxwttznmwfrx^it* mm*-?-* ( 
somi) x-2mmmL, ^mm^imMmm (8m n fc<&5RiAa*-et»i*- 

(1 : 1) ^#^ B B H LT^M4fc^ (0. 5 5g) ^M^'jXA B B a tL 

M&2 0 2-2 0 3t. TCS^fHI (C32H34NO8CI) ftlflii : C, 6 
4. 48; H, 5. 7 5 ; N, 2. 35. $fl| : C, 6 4. 3 9 ; H, 5. 6 
6 ; N, 2. 0 7. 
[0 0 7 1] 

(###J2 9) 3- [3 - ( |2- [ (3, 5-trans) -1- (3-T* 
h^v-2, 2-y^f;v^nif;i/) -5- (2 — ^>^;vt^y- 3 h * 
y7x-^) -7-^on-i, 2, 3, 5-r>7liKn-2-t^y-4 ) 



1 3 - ( 3 - f;i/7^ y 7°n tf/i/) 2r ^ KffilKfi ( 0 

. 2 2 g) U-tKn^^vyfijr/-^ (0. 1 8 g) ^rOlCt, #f 
«2 8-C»e>*Lfc<k^ (0. 4 6 g) , 3- (3-7^7xx;i/) met 
^BlJC^-AdlSai* (0. 2 0 g) i:h';xf;l/7r/ (8 6mg) 07-bh-f 
V* (10ml) mmzmULtio MlMI$W«#Lfc8K I^jc?-^ (l o 



Ht6 4] 




OMe 



fcBSE# 2004-3010867 



2003-010125 




^— 5> : 74/ 



)v (2:1)] \zxnu-t2>z.t\zsL*)i&mt&® (0. 4 4 g ) 

%3g^*ftt (C43H4 7N2O8C 1) tHHt: C, 6 6. 9 6 ; H, 6. 1 
4 ; N, 3. 6 3. IC, 66. 7 4; H, 6. 35; N, 3. 51. 

[0 0 7 2] 

(##M3 0) 3- [3- ( |2 - [ (3,'5-trans) - 5- (2-^> 
y>t^ry- 3 h *v7z-^) - 7 DD- 1 , 2, 3, 5-"rb9fc 
Kn-i- (3-tKn^y-2, 2-vV^-;V7 9 ntf;i/) -2-**v-4, 
1 -"OVsJ-^MHf tf 3 -4)V\ T^T-M T<y) 7x-;V] "7°nbf^> 



^%W2 $X*%h*Ltzik&m (0. 35g),i^y-;V(4ml) tllJg 
Tfcm^kf- b U * AtJc^ ( 1 m 1 ) 6 0tt'3 0*W«#Lfc o KB 

WL*7t (6 0ml) TMfrftU gfett-fb^, R^o^U (5 0ml, 3 HI) 

»Lfc 0 SiaESrftBft^^^-^^r*^ (1 : 1) if* ZZblzX. «m 

mit&w (o. 2 3 g) zm^mMitLxntzo 

m& 1 6 o - 1 6 1 v. TtmfrVrm (C39H4in 2 o 8 ci) tram : c, 

66. 8 0; H, 5. 89; N, 4. 00. HflHi : C, 6 6. 5 7 ; H, 5. 
9 2 ; N, 3. 9 0. 
[0 0 7 3] 



[ft 6 5] 




OMe 



ffiSE# 2004-3010867 



12003-010125 



75/ 



(##M3 1) 3 - [3- ( 12 - [ (3, 5-trans) -7-^nn-i 
, 2, 3, 5--r h7t Fn-5- (2-H F^y7x-;v) 
-1- (3-HKtf3rv-2, 2 -vV^^yn tf;v) - 2 -^-^y- 4, l- 

Hb6 6] 



1 0%^'7y^A^| (0. 0 5g) &##M3 OTlf^T^fc^ (0. 1 
5g) OlWx^V (5ml) ^IC^DtT^o 5 RfH^fi^MMTG^ft- Lfc 

Mm^^iiLT^^o ^>^*MJ±T#itL^o jm^mm^^-^^- 

y (1 : 2) frbm%£&ir2>ZtK£t)mmit&®J (0. 6 4g) 

K£ 1 4 7 - 1 4 8 7C^#^it (C32H 35 N20 8 C1) ff-JUfi : C, 
62. 90; H, 5. 7 7; N, 4. 58. mm I C, 6 2. 7 0 ; H, 6. 
0 8 ; N, 4. 2 1. 
[0 0 7 4] 

(#fM3 2) 3- [3- ( {2- [ (3R, 5 S) -7-^nn-5- (2, 
3-^.f^y7x-;V) -1- (3-t 2 -*J* ^)Vi"u bf ;i/ 

) -2-**V-l, 2, 3, 5-f h7tKn-4, 1 v****yM \£ > 




OMe 



miE#2 004-3010867 



0t' 



12003-010125 



# 



^-v: 76/ 



Mb 6 7] 




OMe 



OMe 



CI 



o 



COOH 



OH 



#PS 2002-80468 3 5 tC|B*0^-C# <b fiiz^kit 

^ (4 0g) ©Jea«rT-feh-h';;i/ (4 0 0ml) fcigJffLfco E*>tofeifl 

^tBLfco ifi-c 2 mmmm&, jgsfc^Lfco r*h-hy/u u 20m 

1) "CifeS-U 5 0r-e6NFf B 1, 1 0 0°CT'l 2I^M«ffift*LTWJI»fe«IS 
(3 7. 2g) Srfcfco ttU&l 4 8- 1 5 4t 0 
[0 0 7 5] 



5* (I) > (VIII) *itf (IX) It^f^il 



i. j&r-t^aj 

(1) 1- [ [ (3R, 5S) -7-^no-5- (2, 3-^b^>7x- 
-1, 2, 3, 5— r Y?\z Kn- 1 - (3-tKndry-2, 2 

-2-**v-4, 1 -^>V^^r-9-lftf>-3-^;v] r-fe^;v 
] -1, 2, 3, 4--r h7t KntTV v^-4-fj^ 



(2) 7? Y-K 

(3) ftigi-lr^D-X 

(4) *fTV 



1 Omg 
9 Omg 
7 Omg 
1 Omg 



£UtE# 2004-3010867 



^2003-010125 




"i-V ; 77/ 



1 ii~f*.)\> 



1 8 0m g 



(1) , (2) t (3) (4) <Z>l/2£m*PLfc^ Wtt^b-r-So -tL 

\zm*)<D (4) fcJn&T^fc^^fc^/W-ifrA-tSo 

[0 0 7 6] 
2-1. &M1 

ffiMmik%t$£®iWl (FD-5Sx (MWI/v?) 4«T»> ik&toA 12 0. 
8g, ILf2 5 1 7. 0 g&£ZFzt-yx?-?-7 2 0. Og^-RM, 
WlWtfK^ (PVP) 10 8. 0g^iO f ffe=ZfM2. 5 2gi»ff 

we>*t*ifi3Ki»*. (p-3, mftittp&wcLfm) zm^ 

Ztib -gftO^g ^2 01^U »fc*L*S£*fcfe5 0 8 6. Ogfc^n 
^^^ptn-^th'^AlSS. 4gi:^T-T 3 5. 2g 

tmix., (tm-1 5s. iBJfn-fb^mwtx^wa) t^i^lt 

ftffi) -C9. 5mmt<Dfo%m^TmM3 0 Omg"C*r«£ (lriJ±8KN/fr) U 
tfeffll 5 0 0 0#t£#7t o 

ffrfrfcA: 1- [ [ (3R, 5S) - 7-^nn- 5 - (2, f^y7 
^i, 2, 3, 5-f (3 - t: Kn + ->- 2 , 2-v 

^fJI/7nt» -2-^-^-4, l -^^y-^-^Hj-^f 3 7^ 
-1, 2, 3, 4-f f7kFatiVy>-4-||i 



ffi. 

(1) tt^%A 

(2) %m 



SB^* (mg) 



2 0 9. 7 9 



10.00 




6 0.00 



(4) ^n^*;i/^n>-^t|>iji)A 

(5) #fcTK> 



9.0 0 



9.0 0 



ffiSE# 2004-3010867 



12 0 0 3-010125 



^-iS I 78/ 



(6) m&=-mm 

(7) Xf7'J>ivny^ 



3 0 0. 0 0 



2. 



0.2 1 



0 0 



[0 0 7 7] 

2-2. mm 2 

ffl^7X2 7 0 0 0 gfcfc Fn^y^n^Mf^-b;vn-x 2 9 10 (TC- 
5) 2 2 4 4. 0 g^ON^n^-;^ 0 0 0 4 5 0. 0 gML/; o # 

btizmmKmt?-?>3 o o. o g , n-m^e. o g ^^$^^M^j 

(FD-S2. i£T\ B 10 83 

. 0g, JLW8 119. 0 g^J:CF3->^^~^2 5 8 0. 0 g^- 

WTt Kn^y7 p Dk , ;^;i/n-y; (HPC-L) 3 8 7. Og^t 

nhtizmm)*, ^u-^^mwm (p-3, mm^mmmm) 
ztib&&-m±j:m*2®mt)i&u #f>wit*2 0 3 8 o. o g K# 

Wo^*;l/y->A 1 0 8 0. 0gi^f7'J>f'7ny')A14 4. 0g 

^rinx., *>y f 7-m,&m (tm-6 0. mm^mmmmm) xu&Lxn 

mm) X9. 5mm^O«:«rfflv*TS*3 0 Omgt?^ (*T$&E 1 7KN/fr) 

u mmt Ltzo 

fthti&ft&K^ n-^— rr-x-f >^$| (HCF-100F, 7n^ 
a*©7^A3-f-f>^ 6 0 0 0 0M/; o 

ft-g^B : 1- [ [ (3R.5S) -1- (3-7-bh^y-2,2-^f;i/7° 



tBiE#2 004-3010867 




2003-010125 A ^-v: 79/ 



n e;i/) - 7-^nn- 5- (2, 3-^h^>7x^) - 2 -**V- 1 
, 2, 3, 5-f h7t Kn-4, 1 V**-** fc?>- 3 ->f ;V] T-fe^- 



m. $ 


@E£-» (mg) 


(l) ik^B 


2 5.0 


(2) Htft 


18 9. 0 


(3) H^03yf>^ 


6 0. 0 


(4) ^^^D-X^il/y^A 


1 5. 0 


(5) £ Kn^~>7°nkf;v>tr^n-x 


9. 0 


(6) Xt^T'J >n-?7*i/?A 


2. 0 


•s-tt mm) 


3 0 0. 0 



( 1 ) nm 300.0 

(2) t Kn^fy^n^Mf ;v-t;vn^X 2 9 1 0 7. 4 8 

(3) nrf-;v6 0 0 0 1. 5 

(4) 1. 0 

(5) H-$Htlfe 0. 0 2 
£"tf 3 10. 0 

[0 0 7 8] 
2-3. #e5W3 
[=2— r-f ^^3W<0*jt] 

ffiiSl7X2 7 0 0 0 gtct Kn^rv^n tf;l/^^;v-t;i/n-x 2 9 10 (TC- 
5) 2 2 4 4. 0 gi3j:ON^nrf-;U6 0 0 0 4 5 0. 0 g£$#$£L£ o # 

^ti^^m^* >3 0 0. og, =ztM6. og^H, wm\ 



mtE# 2004-3010867 




2003-010125 



80/ 



mbmi&ffitmk (FD-S2, Wi'^Vy?) $*X\ f^»B4 3 3 1. 
0g> M4 8 7 1. 0 gi5iy f n-^^-f2 5 8 0. 0 g^- 
^ m\HX"K Kn*v7>nk?;v-t;vn~x (HPC-L) 3 8 7. OgWU 

zKbm&^m%Lj:m,z 2®m*)i&u nbti&mtJk2 o 3 8 0. o g K# 

Wn-X*^y-)A 1 0 8 0. OgtXf7 , J>l-7^^yH 7 A14 4. Og 
?:Jn£, ^>-7^-m^li (TM-6 0, BSMfc^Mlf^flW -Cr£^L-C?T 

«fl#r) "C9. 5mmf<D#*m^xmm3 0 OmgtWS (*T^EE 1 7KN/fr) 
ftbti&W&lz^ ssj -f yyffl. (HCF-10 0F. yuj> 

vm) *-cmm®.mMzmmu immKwt&VdB loomg^tnr 

IB^O^^^Arr-x-f 6 0 0 0 0i^: o 



(1) 4b^B 

(2) Att 



Se^* (mg) 



10 0. 0 



114.0 




6 0. 0 



(4) ft )V*u — ^jj)Vi/*7& 

(5) t Kn^y^n e/Hr/na-* 

(6) ^rT'J^ny^A 

(D mm 

("7-f A'Ajfc*) 



3 0 0.0 



3 0 0. 0 



15.0 



2. 0 



9. 0 



ffiiE#2 004-3010867 



12 0 0 3-0 10125 




^-v: 81/ 



(2) t Kn^yyn^Mf ;V-t;i/n-x2 9 1 0 

(3) -7^n=r-;u6 0 0 0 

(4) mtr 

(5) =.~mm 



7.4 8 



1. 



5 



1. 0 



0.0 2 



3 10.0 



[0 0 7 9] 

2-4. m\4 

ffi&bm&ffimm (fd-ss, n<&mc 12. 0 

8g>?tli2 6 2 5. Og^iira-^^-f 7 2 0. Og^-C^f, 
«|*re#tfK> (PVP) 10 8. 0g*Jtf*fcH=BWbft2. 5 2g««Fff 

ftbtizmm*. '<7-$;h&#« (P-3, amb^ttlftW 

^*WD^tfi;^A158. 4gt^fTV>»vn'>')A3 5. 2g 
ft$r) T-9. 5m^<D^m^xmm3 0 OmgTttTfc (tT*BE 8 KN/tt) U 

5 o o ornzmzo 

it&mc : 3 - C3- ( |2 -[ (3R, 5S) -7-*nn-5- (2, 3->? 
^h + i/7x-;l/) - i- (3-tKn + «>-2, -2 
1.2,3,5-fh5tKn-4,l fcf >- 3 -•✓f ;v 



(1) <b^#c 

(2) ?LH 



(mg) 



2 18. 7 9 



1.0 0 



tiiiiE#2 004-3010867 




2003-010125 A ^- >? : 82/ 



(3) h^n 3 yf^> 6 0. 0 0 

(4) ^uy^ij )V ^u—^\\) ^ u 9 00 

(5) 9m 00 

( 6 ) ft&EL-M<b$k 0.21 

(7) ^f7'J>|7nvW 2. 00 

^ 3 0 0. 0 0 

[0 0 8 0] 

2-5. &3IJ5 

WVj&ttKMMS (FD— 5 S> m)s*VUy?) fpx, 4t&&C 12 0. 
8g, ILI2 5 17. 0 g&XU t x->X9-r7 2 0. 0 g^-i:l^ 
«F»re#lfK> (PVP) 10 8. 0g*iOlfe=r«fbft2. 5 2 8 *mffi 

nbK&mmw*. '<7-$/h&#« (p-3, na^b^isMx^) 

, 1. 5nm^^>^>^X^V->XfmLxm^t Lfz a 
X*^n-^thV^l58. 4gt7r7'J>ivny')A3 5. 2g 

s^n*^ ?>7?-m&i® (tm-i5s. mnuitt&mjiimv) xm,&lx 
n$&mm&t l?z 0 '&b*iz>m%L*u-*?v>-fs%m (ni^hi9K, mam 

Ym) 5mm^O^Srffi^TS*3 0 0n«-CiTtt (3T#eJE 8 KN/#) U 

i£3U 5 0 0 0&*&fco 



& * BB^fi (mg) 

(1) <t**C 1 0. 0 0 

( 2 ) ?LM 2 0 9. 7 9 

(3) fnnnyfvyy 6 0. 0 0 

(4) *n*#;i/^ n-*^ |» i; 9. 0 0 

(5) tftf K> 9 0Q 

( 6 ) m&=-mkm 0.21 



ffJIE# 2004-3010867 



12 003-010125 



^-v: 83/ 



(7) ^rT'J >m-?y*i"5A 



3 0 0. 0 0 



2. 



0 0 



[0 0 8 1] 

2-6. mm 6 

fiiWimmmzmm (fd-ss, (W)^*yu??) it^c 1 2 0 8 

. 0g,|LI1 4 2 9. 0 gi3J:D f 3->x^-f7 2 0. Og^-tcrl^m 
^ifiWKXPVP) 108. 0gi5j:O'IfeHzm2. 52g£v# 

nhtizmtm*. ^-^)^nm (p-3, mmt^mmjum) 
ztib7&®.-mixm*2®m*)Mu nhtizmtts 0 8 6. o g tc*n 

X*;Mn-^tPJ-)A15 8. 4gtXf7'J>^nyfA3 5. 2g 

^rijn^, ?>7<7-m.&m (tm-i ss, Bgfn^«x^^) ti^Lt 

Wm) ^9. 5mm^co^^Mv>Tm*3 0 Omg-e^ (*T£&E 8 KN/fr) U 
5 0 0 0§e£#*:o 

§e#J&^ (i^^^)<7)a^) : 



(1) fb^c 

(2) %m 



(mg) 



119. 7 9 



10 0. 0 0 




6 0. 0 0 



(4) *7U7,ij)\,* u-xi- Y >; ^ A 

(5) *J*fcfK> 

(6) ffeHZffkf 

(7) ^fTT/ivny^A 



3 0 0. 0 0 



2.0 0 



0. 2 1 



9.0 0 



9. 0 0 



[0 0 8 2] 

2-7. m\7 



ffiiE#2 004-3010867 



12003-010125 



f %IMI&&t&JM (FD-5S, (Mti'ltrUy?) it^D 12 0. 

8g> ILf 2 517. 0 u&±Xf*-^X9-?-7 2 0. 0 g 
«ftWlfK> (PVP) 10 8. 0g*iOlfe=riftft2. 5 2g^ 

#e>n^,atst?^> (p-3, wmik^mmjLvm) 

-*i££*^HB*Uie*2|iI«93gU #P>tL^^^5 0 8 6. 0g£*n 
X*;^n-xtf'J-)Al58. 4gt^fT';>i-7ny^A3 5. 2g 

ft#f) "C9. 5nm^Ofr*fflv^TS*3 0 Omg-CtT^ (fTMJEE8 KN/fr) U 
«#J1 5 0 0 0#e£#£ o 

ffc#»D : 1- [ [ (3R, 5S) - 7-^nn- 5 - (2, 

- l , 2, 3, 5-t- Vu- l - (3-tKn^y-2, 2-v 

^f^^n^) -2-^-^^7-4, i 3 T ^ 

^■;V]-1, 2, 3, 6-f f7t KntfiJ y>-4 -1^^ 



Se^fi: (mg) 



(1) Ifc^t/D 

(2) ?LH 

(3) h^^nny^^ 

(4) ^nx*;Mn-^tfije?A 

(5) *°fcTK> 

(6) Mfe=-m^ 

(7) XfTV^ny^A 



3 0 0. 0 0 



2 0 9. 7 9 



6 0. 0 0 



10.00 



2.0 0 



0.2 1 



9.0 0 



9.0 0 



[0 0 8 3] 

2-8. mns 



tiifE#2 004-3010867 




003-010125 



'M.mm&tm.^m (fd-ss, (t)^v«^) $*x\ -ft^^E 120. 

**TC#l?H> (PVP) 10 8. 0gfej:^EZ:iM2. 5 2g^ 
ft&*LStttt** % /f7-5>WWMI (P- 3> B*lfe£mfcXfl$f) 

^*;MD^th.^A158. 4g^f7'J^7^y^3 5. 2g 

ftffi) 9. 5im#^*ffl^tii3 0 Omg-CJTH (*mjE8KN/#) U 
iil 5 0 0 0i^c o 

ft*4t>E : 1- [ [ (3R, 5S) -7-^nn- 5 - (2, 3-v* ^y 7 

1, 2, 3, 5-ff7kKn-4, l V**-9-lffc: 0 >- 3 --f )V] T-tr 

^] -1, 2, 3, 4-rh7HKoe'J^ 



@2^-4 (mg) 



(1) fl^&E 

(2) ?L$t 

(3) h-)€n3yf>^> 

(4) ?ux%)l<* n — h 1; «>A 

(5) ^IfK^ 

(6) ^fe=-^b^ 

(7) Xf7'J>»vn->9A 



3 0 0. 0 0 



2 0 9. 7 9 



6 0. 0 0 



10. 0 0 



2. 0 0 



0.2 1 



9. 0 0 



9. 0 0. 



[0 0 8 4] 

3. mm 



£±JiE# 2004-3010867 




2003-010125 A 



(1) 1- [ [ (3R, 5S) -7-*nn- 5 - (2, 3-^f^y7x- 
;W -1, 2, 3, 5-rh7tKD-l- (3-tKD + v-2, 2-5»* 

]-l, 2, 3, 4-ff7t Knt°iJy>-4 -Ifeg? 

1 Omg 

(2) lVv^ lOOmg 

(3) ^>^r;vn-;v 2 0mg 

1 T > '/A' 1 3 0 m g 

(1) , (2) , (3) ^2mlCWJ;M:, tt**JB*9*fc»* U T 

[0 0 8 5] 

£1*011 

* * r v >^jsfeSJ*ffi#®ttsi3gft 

t&*>*>> 5 fxM [1 -3 hJ 7 7;^y;l/tfn'; >^ (JtfS142 5/^Ci/ 
mo 1 e) , 1 mMWNAD P H GtxM- n T 5 K7f->^ * v^-^- 
KV^SO ^ 5mM©MgCl 2 > 6mM07i^fi^ lOOmMOV^ 

( P H7. 4) Rtnamm (7kmmx&DMsommtLxm 
m **trmm (^5 0/< i) TeowR&(cf£oTiiait^»x« (« 

SKO. 8pg) fc&s&DU 3 7t)"P4 5«'«SJ6§^ 0 150//1 <7>*n 
xi*frA-*9 j-fr (112) a«t«3nitTRl&«rfltjh$^ o^5 0^ 

^^Tl^>*±^fc LfeRj£:^fefe«r^tr^nn^^AJS (TS) 5 0^1 
0 (IC 50 , (M) ) T^tTto it** C*l] \zm 

to 



ffitE# 2004-3010867 




003-010125 A 87/E 



[0 0 8 6] 

1 0 %4^&lfiLYi£^-if y a3fcgg>f - ^H&N&^Jg* (37^ 5 % c 
0 2^6T) U #*>*Lfcfc: MffttH epG2 (ftlX10 9 cells 
) * 1 Om lyK^mmWL [1 0 OmM'J V ^A^Hrrfc ( P H7. 4) x 3 

OmM^3f>75 b\ 2. 5 mMOM g C 1 2 ] (3 0 

2 0) K± oTite^Lfto Hf,^yi^ - h J: ») 1 0 0 0 0 X g 
T-2 (4*C) ifrCrifrfcLfco *ifc±m* $ 1 0 5 0 0 0Xgt*9 

Ofrm (4°C) Ht'WfrfcU ^-eifcSSrzfcit l 0 OmM'J >Bft5& y *Aj|8»ifc 
(pH7. .4) H|R»^ SSI 0 5 0 0 0 X gt?9 0#W (4*0) j8<M5»J£L 
tz 0 d*imi00mM'J>»*'J->Ai|8i» (pH7. 4) (^Safe 
Jg&j4mg/ml) U L£ 0 

it&m^ mmm^) mmm& ( i c 5 0 , 10-9 m) 

MM®] 2 110 

**feW3 4 5 

Hifctffl 7 45 
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This Page is Inserted by IFW Indexing and Scanning , 
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BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 
□^BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 
INES OR MARKS ON ORIGINAL DOCUMENT 

lifl REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 




